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[0 0 4 3] 

^=3ri^;i/*;i/iKs;>">r ^ K(dcc) . i-ai5^;i/-3-(3-i;?:?c^;i/r^ y ^^nif;!/)-;??;!/ 
C!)i^S#^ET> 7JVn-jvmiiRf:^-t^i)\ (b) ^(XVI) Sr^hU^yi:,. ;f7 U -t^ 

^it^m^ {c)xit. mm-t^r;\y::i-jvmitmcmmi)^^j^<> m:^\t:^^j- 

9 ;k x^ty-;i/, n-::/'n i^;i/T;i/=i-;k iso-:/p bf;i/r;i/n-;i/, tert- 

;i/T;i/3-;i/, y'jiy-;!/, /<>i;;i/T;i/3-;K y 3Li-i/ji7}un-;\/^ 2,2, 
2,- hU^nnx^y-;i/^-e*>»; (^?*L<«, :f^9J-J\y. x^fy-;K is 
o-:/n tr;i/r>n/n-;K tert- y^;i/T;i/=i-;i/-e*> $ e)icif * L< is 

fey, L<iiio^is*^e> 15^1^1? fe So 

[0 0 4 4] 

-^^(XVI) ^it^mt. -J»^(XV)<^ii7\t?ifc$;x:^-5^;i/?:r-:t>'fbL^ 

4 4 tf5iE#^ 10-3108124 



4f 3p 9-362364 



am^lt. THF ^) , ^§i^^^b:?K^!li /<>if>, 

[0 0 4 5] 

, FUS DMF . DMAc^) , /Nn^f ^'flS^^fcTK^IS ( 

♦ mXit. t^^uu:^'iiy, ^uu^^jvJ^m ^i)^mm^ti. ^f*L<»THF T'fe 

;Rit;?§«E b T li, fifths i: e) ^ V > tj^mmmm -t s r t r- $ 
, DMAc^) , mmxityif^fj^m^^'oti. «^tb<tt^^>^-;i/T'$>s. Rp^um\t 

' K ff^Wsm ^ 0 — 81 0 « 1 24. 



9—362364 



[0 0 4 6] 

izmmitrjt^^i)^ im^it. dmf . dmac^) , r;i/=i->n/!S, x— 5^;i/ 

r'^hyxit^ti^(Dm'^mmx&^. s.j^^m.itm'^-zo tf^hi^o tct^ 

[0 0 4 7] 

m,mmi-&i)\ (b) —m^ ayu) <DVit3jv:i<ymf)-'^—B^ (xviii)®^^:?k 

4 6 ffilE^^ 10-3108124 
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(b) -jK^(xvII)©$;?:^J;l/7^?>^;!)^e>-S2^(xvIII) (DmMTi^'&^^mLxm 

jttp|S<*(II)S:SSJt-r^S^5tt, [J. Org. Che.., 47 , 4928(1982)] S: 

;1/T;1/3-;k tert- ::ff^;i/T;i/3-;K y^ij-ji. Kyi^Ay/un—A/. y 
3L±i/;vr)in-jw 2,2,2,- hU^^Dnx^?7-;i/^T?$,y^f*L/<tt, 

ai3r>^-;K ^>i;;i/r;i/r3-;K 2,2,2,- h V ^ uuni^ J -j^x:^ 

[0 0 4 8] 



[its 2] 



O 



HN 



XXI 



O 



o 



9 — 362364 



MA«tert- :;^^;i/;r^t/?fj;i/7K— ;i/(Boc) ^yP)V:t^i/ijJV:^-}V(2) 
[0 0 4 9] 

ili;x-^;b;5ii:*©MU >g?aix^;i/i:Hf5-rs 3 i:ic J: »Jig5tT*^5 [Phosphoro 

us and Sulfur 11, 311(1981) #M ] c 

(b) -9iJiisti7ttrx3^>?>j^y n Fn=^i/;*^y s^>Sc?)^-^ii, 'g^0snfe4' 

>f h3&if<7)/^>^7T>r h-fl:'^«fel^;Sf&*rSZ:i:tCj: ySgjgT*^^ [phosphorous. 
Sulfur, and Silicon, 113, 295(1996) ]„ 

$e>ic, (c) z g^-r ^ ^yu;i/^-5^w>^'e*-5^'^icii, -^^stife 

[J. Med. Chem., 31, 2193(1988) #M ]o 
[0 0 5 0] 

(a) -aiiii^tifctf^^Ji-NXJj^y ;<^u s^^stc^m-rs^-^, m^it. 4'- 

, ^?*b<tti^ia*^e)6^iST'*>Sc 

(b) -ft^sn^tr^^d^^ij^y fc^ KD^i/>i^y s^^sa)^'^. 'KM$tife4'- 

4 8 ffiIE#^ 10-3108124 



9-362364 



nD/lx;i/A-f ^-'j7Ai:iKiS$i±<&zi^icj: *j#e)ti-5o Rm^Mt bT»^?S 
^, M^«T^ (M^«> DMF m > X— i^'x5^;i/x->5^ 

[0 0 5 1] 

j;S:SI«lh bTtt^?S^4'&=b^DS:ffiv^S3i:75)^T^. #!I;1«T^ KISI dm 

F , DMAc^) , i^mmmtTi^mm ^y^y^if) > x-^;i/!^ 

„ )KjS^Stt®S-20 *>e,50t:T*fey^f^b<tt-5;()^e>20X;T'^So MJS^ISli 
ii1tl045-*> 5) 4 NffS-Cfe y b < tt30^*^ f> 2 ^laT'&So 
[0 0 5 2] 



9-362364 



ijv^myi^mitm im^\t. 7i<.mit-rhv^2^rj^n . lda , u^'^Afcf;^. (h 

[0 0 5 3] 

0 -m^aiXDit'^mt. — jK^(xix) ©'fb-a-^cDT^ ystc boc z 

IST'^ >; if * b < 6 #fS;&^ e)15^f^T'$>So 
^ CO 0 5 4] 

i±, (Cj-c^) yji^jvm ($e>icift L/<tt;*5^;i/STfes) , (Cg-Cg) r;i/^ 
-1,1- i?:^^)VJi^i/ym. '»^Stifc2-fc: Kn:^$/-i- ^^;i/x^i/>S. 

5 0 10-3108124 
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^m-rSi^-^^RIilbTtt. DCC . EDC • HCl , }i-:si h J\y^-JV-2- 
^ ,2- iyllY^a^J Vy (EEDQ) ,1- M ^^Ky \/ h V T \/- Jl (HOBT)^ 
N-tKn^S/-5- 7>n/3K:^>-2,3- i?*;i/3j?dp S/-f ^ F(H0NB)il^<4:. N- 

c • Hci T'fe^o jR}d^>mmitEf^(Dmn^mf-f. mn^mm-^-^^mmx'$>ti 

«4ttcMIStt^v>A^ DMF , DMAc, f^^oi^;!/, e^i^nn^ 
[0 0 5 5] 

^ -5 5aie>#lcMIStt^v^*^ T;1/=i-;1/1^ (^^y->fl/> , F 

[0 0 5 6] 



^^msFl " 0 — 3108124 



ijf ^ 9 — 362364 



[its 3] 




[0 0 5 7] 

vmm^n^o R^. R^. R^^ itmmtmMmx'^&^if^. -m^mw (Dit^m 

o 

5 2 10-3108124 
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m) , THF . DMF , DMAc, g^^Xtt**^^tf e>tl, ^tl e>®m-^ifel$:ffi V^S Zl 
[0 0 5 8] 

3i<i?>r ^ K(DCC) , l-3i^)V-3-{3-iy:fi^)Vr^ J-:fU\dJV)-:^JV:^V>f ^ 

tr;i/T;i/n— iso-:/nif;i/r;i/n-;K tert- :/^;vt;i/=i-;w y x. 

J—)\j. /OS^Vl/T^n/n-;!/, 7a::^$/;l/r>«/3l— ;k 2,2,2- hU^nOXiJfy^ 
-;i/^T'^-2> (Jf*L/<tt, 2,2,2-h y ^nDa:^5iy-;i/T-fe-Sc ) o 

^>if>, h;i/x>;&if) , DMF , DMc^) . )\u 

^if^'fb^'fbTK^S irnXM. s^i^nn^^^. ^nn/^;i/A^) ^S:Mv^sz:i: 

fey, b<ii3^ig*^e>i5^^-efeSo 

[0 0 5 9] 

-®i?:(XXV) <Dit^m\%. (a) -jK^CXXIII) ®'fl:-^i&=S:fltt^^-r'SA\ (b) 

-jK^ (XXIV) cD^b-a-ifei Sr^i^fi^tcffiiaiyi. •5^;i/fl:-r s^ic J: y # e> *l s . 
(a) -|8^(XXIII) cD^b-^igjSrBt^^-rsictt, ^^l4^«S*in^t So 

mmta^mm im7L\t. b>H/x>, ^y^ytj^E) mi^^mvf^t\>. ni^h<\tv 
;i'X>T-feSo R^5^as^i^lS70A^e)l5o t:T'feyieF* l<i±ioo A^^l2o ri? 

_ " -5 S ffiSE^I^^ 10-3108124 



9—362364 



[0 0 6 0] 

H , THF ^) , DMF , DMAc^) , 

^f&MMii, MS-io }^)^e)50^c-e^y«^*u<^iO3^)^e)30'cxfe5o 

[0 0 6 1] 

«^$tifeiiKn^syT^>(xxvi)i:Mi;S-rszii:lcJ:U$S5tT'^S*^, R^ 

F , DMAc^) , 3i-^;vm S^a:5^;i/x-7^;i/^) , AD>!f ^ffc^^bTK 

5 4 ffi|E#^ 10-3108124 
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DMF , DMAc^) , :iL-^j],m s;x^;i/x— , j\u^yit 

[0 0 6 2] 

-jK^(v) (XXVII) ®^fc-^igj$:ffiix::?.-5^>n/fl:i-sz:i:ic<}: y 

#e>nSo *^2.2,2-h y ^nnx^;i/S(D^-a-. »SSS:;RlS^^i: 

9 [0 0 6 3] 

mzm^^^^i^ (IV) , (VI ) Rx^^m^t^m d ) <Dm^miz^^m.m-t^ 

o 

[0 0 6 4] 



mw^t$i3l 10-3108124 
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(IV) , (VI ) JSLtSBmit-^^ (I ) 




±m-^mjv-hiz^^^x. r\ r\ r*^^ R^-RtKx , y , z 

5 6 ttJlE4^¥ 10-3108124 



# ^ 9—362364 



[0 0 6 5] 

i^;i/S> 2,2,2-b u ^'nnx^;i/^T$>»;. #tcif*u<ii, te 

rt- ^fcli^:/i;;i/S"efeao ) o 

ZL<DRmizmm-t^m^MilhXit. mXUDCC . EDC • BCI . EEDQ. HOBTfl 

t>mif^n. ^f*b<iiEDc • Hci "e$>5o 

lijis 1 mmij^ fo2mmx& y l < « 2 ^is*^e>i5^isi-^^-2>. 

[0 0 6 6] 

(XXVI 1 1 ) (Dit^m «^ ( IV) (Dit^m =& a: 5^ ;i/^t: L ^ V > r J: u 

[0 0 6 7] 



9-362364 



T ^ / S®«^S*^Boc ST$>S^-&li> TFA T'©^SJC<k»Jtert- zf^JVJL 

So 

^) , :n-^;m mPLlt. THF ^) . FH^ DMF , DMAc^) , m 

»J * b < lilO A> e? 30r T' 5 o 

[0 0 6 8] 

FD^t/>n/T^>S:Se5l50:ij^);-^y >i^S^BlC J: y hlc<i: y Sg5t^ 

;i/ y tert- zf'f- ;i/ 7 a: y T^h^tKni^^ — >a/S, tert 

5 8 ffi|E4t¥ 10-310812 4 



9—362364 



^M-rSiie-^^f!li:LTtt, MxtSDCC , EDC • HCl , EEDQ. HOBTfl^f*:, HONB 

-&L^bs^§SE•^?fe4^^^#^cMIStt^v^A^ dmf , dmac^) , 

^f*L<l4DMF *^mv^e>4^<g>o M/SMStt3i^-20 *>e> 

»; if * L < l± 2 ^laA^ e>48^IS"r feSo 
[0 0 6 9] 

liR^tert- 'Oe^^n.^, boc ^-e^y^ic^f ^ b 

< R^*^Boc z ) c 

ZlOH^SJC^M-rSiftl-^MilbTli, M;^«DCC , EDC • HCl , EEDQ. HOBT^ 

^r^i/;??;!/?^-;!/^:®;^^^!?^]^^-^^^^^ T;i/^;i/:i:x5^;i/^#flc, dppa^ 

*^#t-f^tl, if^L<l±EDC • HCl -efeSo 

v^A^. (M^li. DMF . DMAc^) , (Mj^IS, i^ggx^;!/^ 

:!fc^31 s^'^Dn;>tt?>, irDnd>;i/A^) ^*^^if^4x5o 

lijis 1 ^is*^e>24^is"e$> y 0* b < tt2 ^laA^^is^ia-efeSo 

[0 0 7 0] 

-m^ (I) <^>ffc^%tt-l2^ (VI) ®^l:^4&^fei4-«35^ (XXIX) <Dit^^ 



#5}! 9-362364 



, DMAc^) , mmxitTi^ii^m^'^hn. n^v<\t:^^ j-}it.r^\mmx:&^o 

if t b < 1 ^ISA^ b is^lSTfeSo 

[0 0 7 1] 

So 

3S:V^7b^ (M^li. DMF . DMAc^) , xX7^;v5i B^^n:^;!/ 

fbTK^HS (M^ii. s;?^rnn^i5r>, ^ynD)^;i/A^) ^*^#ife>ti. ^f*b< 

[0 0 7 2] 

;itf*xi««si^^^tcj:sam, mm. ^m. mm. t/^^^^wrh^^y^- 

6 0 taWi^^ 10-3108124 



9—362364 



yWt. i/=^'ym. :2j\i/m. ^^x^gft, yx3;i/lf>^, ^gS, p-h>n/ai>x 

;i/j^>^> >^^>>^;i/ii^>gfe. y^jvm. m^m. -^u^fym^j^EcDmwmiKD 

[0 0 7 3] 

*?g3£ (9aji^ms.yi(^m&. ^jii3E.m&yi<^mi&. mm^^m:i<j^y^ vym. m 
. s^^jitf^M) , ^mmm^ i-r^vr. cmBm. Hivmm& 

6 1 *IE?t^ 10-31 



9 — 362364 



^mnm^^&s.f^^ ^m}^M^±m. #i§ft«!fk^. mmm. w^. ^mm 
-ene>®jsi!g;a:^*<D->r b y y ij'y?.:* >^D7^-r-^-ifis (MMPs) (DmwM. Jk 

, m3©tt:*:Mi«^> r^^^l^mj^. :^1f^BgS, J^BflL&^mB (ItttSfiSU 'i^v 

fflr^, «M^5^B. nmmi^. ^'i^^mifk. ^ma^mm (5fc5ctt^^:?K?g]£, ^ 
^mm$(^m (v^ur, csjffife, Hiymm&. 3e^> acjfiijs) > ^av[>3^s 

o 

[0 0 7 4] 

N*-[4-( n Fo^i/T^ y )-2(R)- >f vy^;i/-3(RS)- ^ - 

6 2 miE#¥ 10-3108124 



>}^5p 9 — 362364 



-[4-( t Kn^^i/T^ >')-2(R)- -f y:f5^;i/-3(RS)- 2/— 



-[4-( t Kn^^^i/T^ >')-2(R),3(R or S)- V ^ V zf^ A^"^ ^ *^—M-L- 
-[4-( n Kn^^/T5 >^)-2(R)- -f y:/^;i/-3(RS)- 
N^-[3-yr— i^V-i(s)->i^;i/:i7>n/A^>f ;i/yDbr;i/]-N^- n Kn^i/-3(R)- 



y:/^;i/-2(R or s)- >i^vn/x^$/>T^ K • i S^S!?J^ 

-[4-( n Kn=^^>r^ y)-2(R)- >f y3f^;i/-3(RS)- $/^;l/]- 
L-:^;l/-^> N- ^^;i/T^ K • 1 

[0 0 7 5] 

-[4-( Kn :^r^>T^ y)-2(R)- >(\f:f^JV-3{RS)-i3-ya^=-/\yZfU}^JU 

) "tj-^i/-;!/]- - T-feh-r^ K>f ;i/-L- n- j^^jir^ k • i 

9 -[4-( t Fn^e/T^ y )-2(R)- -^VZf^Jl/Si^ or S)- ^^;i/'9-^i/ — 

-[4-( n Fn:^$/T^ >')-2(R)- ^y:/^;i/-3(R or s)- ^^>n/-9-^i/— 
-[4-( n Kn^t/T^ >')-2(R)- -f y:/^;p-3(RS)- ^^^n/if^^ ^/-;^]- 
-[4-( t: Kn:Jir2/T^ >^)-2(R)- -f y :/5^;i/-3(RS)- 



L-4' - r^J 



zsL-}\,7=y — y N- ^^;i/T$ K • 1 





fi^ajc^^feal 10 — 3108124 



if#^ 9-362364 



-[4-( t KD^S/T^ >')-2(R),3(RS)- Vf^Jl-^Ti^ t^-M-A' - T 
^ J :^^uy-L- -7 :sL—)\^y=y — zy N-(2- n Ko ^ ^/^i^;!/) r^K-iB^^ 

[0 0 7 6] 

-[4-( t Fn^i>T5 >^)-2(R)- >f v::f^;i/-3(R or s)-(3-37ai-;i/::/"n 
) K • 1 

^ -[4-( t Kn^i/T^ >')-2(R)- -ry:/^;i/-3(R or S)- 

N^-[4-( Fo^i/T^ >')-2(R)- >ry^^;v-3(RS)- 

L-U N- ;*-?^;i/T^ F • 1 

N^-[4-( t: Fn^t/r^ >^)-2(R)- -f V>^^;i/-3(RS)- 

- r-fe N-f ^ F-r ;i/-L- u N-[2-t: Fn^^i^-URs)- r 
^ F • 1 mWM. 

-[4-( iiFn^s^T^>^)-2(R)- >fV'^^;i/-3(RS)- ^^>n/-»J-^t/:^;v]- 

- Tir h>f ^ F-f ;i/-L- y N-(tr/<u >n/) F • i ^mWM. 
-[4-( t Fn^e/r^ y)-2(R)- >f v:;f^;i/-3(R or s)- ;t ^ ^ 

€^ ;i/]-4*- r-fe h>r^ F>r;i/-r ^ >^ :*5^i^>-L- 73:-;i/T^-> n- ^5^>n/T^ 
F • 1 nwsL 

[0 0 7 7] 

-[4-( t Fn^>>T^ >^)-2(R)- >rV^^;i/-3(R or S)- 

;i/]-4'- r-feh>r^ F^;^^^ y ;*^V>-L- ^7 31— ;i/r^-> n-(^;v3m;> 
-4- AM F- if^^S 

-[4-( t: Fn^t/T^ y )-2(R)- >ry:;^^;i/-3(s)-ti Fn^^i/i^-^ 

-[4-( Fn^i/r^ y )-2(R)- -Yy::/^;v-3(RS)-(3-7a:n;i/ynt:;i/ 
) - r-feh^^ F-r ;i/-L- Ui^> N-(2-N'N'- V:^^)\^7^J 

6 4 fiJ|E#¥ 10-3108124 
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N*-[4-( H Fo^rS/r ^ /)-2(R)- >r V :/5^;i/-3(RS)- ^ S/- - 

N ^ - zfu\^:!ty^ ^ K>f ;i/-L- y n- ^^)\yr^ F • iBt^ife 

N*-[4-( t: Fn^i/T ^ 7)-2(R)- >f y ^f^;i/-3(RS)- [3-(4' -^T— S^>^ :7 
[0 0 7 8] 

[0 0 7 9] 

mm^mKm-t^:^^u-:fu9->(±-'^) mwtsmt. y. Murawaki p>®^ 

# [Journal of Hepatology, 18, p328-334 (1993)] lC<fc U , t F$i*i^jail 

JiSfi3l5>^ hn7^'^-Yi/>l®^?SfStt, S. S. Twining [Anal. Bioche., 143 

, p30 (1984)] ICfcUi^SfeStlSo ZKDMSiSrffofciS^tt. ^MM^lUT^G) 

^. " 6 5 mfE#¥ 10-3108124 



9 — 362364 



[0 0 8 0] 

Ay, rrji^h-jv, 7'>':f>m. m^. r}v^:^-hm. 

(1 ) i/ny:/. ri^^yr. ^^^y. V/vifh-Ay. h^^>hzfA, ifcli 
(2 ) h':7^n=is/-?>::^>, vym:^)\yiy'^-i^^ y>n/trh 

(3 ) M;^«;^T-ri;>v^^*S/'i7A, ^}\^^, iKUx^ i/>i^U n-;!/^:^:^ 
(4 ) i;^its-(=Ev^y^y(D^^rjt^mm^r:^it^^VJu^m^-f'hV^2^o>j^ 

[0 0 8 1] 

_6 6 miE4#¥ 10-3108124 



9-362364 



~300mg , #JCMlkg ^yi —lOO-g (D—m.^ (I) «)fb'^ifelOflSMfi*^S^ 
[0 0 8 2] ' 

) I ) a>it^m. io~ioo«g ©ISH-rfeSo 

^ - — - P n T«f^T*^jJE 10 — 3108124 



4f ^ 9 — 362364 



i&icfevNT, ^mnmt. ^T^i*, mmpi^M. fSL^m^M$>^ 

s v% mmrj^^mtM 1. 1 ttM^b^fnaitJ^Js^fls^Ri m v% x 

WLi^x, w.mpixmmh. miisa^mm-t^^corj^i^tm^vxm'i^-^ti^:!^)'^ 
js^ (I ) <Dit^m> ioBg~ig©«gax^5o 

[0 0 8 3] 

DMF : N, N- i?;;l^;i/;}^;i/Ar ^ K, EDC ; l-(3- i7;l ^ y^^'n tr;V)- 

3-a:5^;^;t7;l/^i^>r ^ KJ^^ife, HOBT ; 1- t: Kn^^i/'Ov^h U rV-;K 

6 8 ffilE#^ 10-3108124 
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TEA ; hUx5^;bT^>. THF ; -T^h^tKn^^^, Et ; x^;i/, 

Boc ; tert- ^ ;K Bn ; Ky^JJl. Me ; :f.'f-Jl. Cl-Z ; 

tBu ; tert-:/^;i/. Tee ; 2,2,2-h U ^ n nx^;i/, Na ; -T h ^) 
[0 0 8 4] 
[$g^#!J 1 ] 

y N- ^^;i/r^ F ab-^ifei) 

y (10.0 26.3 mol ) SrDMF (50 ■! ) JC^j!j?L-15 'Cem^T, ;t5^;VT 
^ ymm-H^^WL [2.13 g (31.5 mol ) / 5 ■! ], HOST (3.55 g, 26.3 mo 
1 ) . EDC (6.04 g, 31.5 moI ) 33<kmEA (4.39 ■! , 31.5 moI ) S:01C 

^subfe. -15 ^T'l ■^^\zm.w^\mr^w^^^ ^^?:^M56bfco 

AcOEt (200 ■!) $:iin^, fig3fn:^^7K> INiSm, NaHCOg 7K^?g, ^ftltft^ 

*(Z>|(aT'-€-^i-?n2 lHl-ro4^?K?5fe?i^b:fe:c ^«IM^M7KMgS04 T'fg^^, ^^i^ 
^ffi©*be^@^<C(D^iH'fb-^4& (8.20 g, 20.8 mol . 11X^80%) S:#3^:o 

^H-NMR (CDCl3)6pp» ; 1.3-1.9 (15H, s+. , 0(^3)3 + ^ (CHgjg ) , 2.73 ( 
3H, d , J = 4.7 Hz, NH-CH3) , 3.30 (2H, > , -0C(=0)NH-CH2)> 4.12 (IH, ■ 
, NH-CH-CO) , 5.08 (2H, s , O-CHg-Ph) , 5.60 (IH, ■ , NH) , 6.61 (IH, ■ 
, NH) , 7.2-7.5 (5H , ■ , ^#i86-H) , 
[0 0 8 5] 
[SS^#!I2] 

-tert-y^;i/;r^S/:;5j;^>i<x;i/-L-4'-i/Ty 7 3ix;i/T^x> N-(^;i/3i^ 

-tert-^^;i/:*-^i/;ij>n/3j<x;i/-L-4'-S/Ty 7a:x;i/T^x>^J:tJf4-T 
^y^;i/7j>y >$:Mv^T|g5t#!ll^l^#®^f^ (lNSK4)-Si«fel^?:Bi5<) ic<l:»; 

e^SflsO^fa^fc-^^ (i!X^50%) $:#feo 
16^ ; 181-185 r, Rf -IS; 0.25 (^^nD3^;i/-^ : :3l^'>^->'l/ = 20: Do 
^H-NMR (CDCI3) 8PP« ; 1.4 (9H , s , 0(^3)3) . 2.6-2.7 (4H , ■ , N-CHg 
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X 2), 2.9-3.2 (2H . ■ , CgH^-CHg) , 3.4-4.0 (4H , ■ , O-CH2 x 2), 4.21 ( 
IH. ■ , NH-CH-CO) , 5.09 and 5.19 (26 , ■ , NH x 2) , 7.3-7.6 (4H . ■ , 

[0 0 8 6] 

- ^yvj\/>ir^i/i3jv^—j\/-ii^ -tert-^^;i/::r^e/p!j;i/jJ?— ;i/-L- vt:^ 
y N-(2-N' ,N'-e;jt^;i/y ^ y K i^t-^ms) 

- ^>i^jvyir^iyij;v:^—/\y-li^ -tert-::f^;i/;t^S>:j!j;i/3K— ;i/-L- U 

; 6it:. Rf -IB ; 0.26 D n;i>;vA J "-;i/=io : Do 

^H-NMR (CDCl3)6pp« ; 1.3-1.9 (15H, s+« , 0(^3)3 + CH(CH2)3) , 2.21 ( 
6H, s X 2 , N-CH3 X 2), 2.40 (2H, ■ . CH2-N(CH3)2). 3.09 (2H. ■ , NH-CHg 
-CHg-N) , 3.32 (2H, ■ , -0C(=0)NH-CH2-) , 4.13 (IH, ■ , NH-CH-CO) . 4.66 

(IH, ■ , NH) , 5.10 (2H, s , 0-CH2-Ph) , 5.60 (IH, m . NH) , 6.61 (IH, 
■ , NH) , 7.3-7.4 (5H , B , 5?#i^-H) » 
[0 0 8 7] 
[9g^M4] 

jifi,^, ; 128-131 Rf -fit ; 0.17 (^nn3j^;i/A : :^9J-/V = 2Q : Do 
^H-NMR (CDCI3) 6pp« ; 1.2-1.8 (21H, s+« , C(CH3)3 + CH(CH2)3 + -(CH2)3 
- of piperidine), 2.7-3.1 (6H . ■ , N-CH2 + N-CH2 x 2), 3.98 (IH, ■ , NH 
-CH- CO) , 4.62 and 4.86 (2H , m , NH x 2) , 5.10 (2H, s , 0-CH2-Ph) , 6. 
27 (IH, ■ , NH) , 7.3-7.4 (5H , ■ , ^#J^-H) , 
[0 0 8 8] 

7 0 ffiiE#¥ 10-3108124 
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gllj^, ; 165-167 t:, Rf ffi ; 0.55 UU:^^J12^ : :^ ^ ^ -J^^IO z Do 
^H-NMR (CDCl3)6ppii ; 1.38 (9H, s . 0(^3)3), 2.75 (3H, d . J = 4.8 Hz 
0 , NH-CH3) , 3.02 and 3.18 (IH each, • , CgH^-CHg), 4.34 (IH, > . NH^ 
CO) TsToS (IH, « , NH) , 6.08 (IH, ■ , NH) , 7.2-7.6 (4H , ■ , ^#iS-H 

) o 

[0 0 8 9] 

1/ N-(2-H Kn^2/-1-(RS) T^K iit^^^) 

^®W(Dm&VL^^ (112^87%) 
^ ife,^, ; 115-116 -c, Rf m.; 0.096 ( ^ n n3ix;i/i^ : ^ 7 -;i/=20 : 1)„ 

^H-NMR (CDCl3)8ppm ; 1.14 (3H, d , J = 6.6 Hz, CH-CH3) , 1.30-1.90 (1 
5H, s+. , 0(083)3 + CH(CH2)3) . 3.08 (2H, - , NH-OHg) , 3.25 (IH, - , _C 
H:<:H3), 3.47 and 3.64 (IE each, m , OH2-OH) , 4.11 (IH, ■ , NH^CHzCO) , 
4.73 (IH, ■ , OH) , 5.08 (2H, s , O-OHg-Ph) , 5.78 (IH, ■ , NH) , 6.42 a 
nd 6.56 (2H , ■ . NH X 2) , 7.35 (5H, ■ , ^#t^-H) . 
[0 0 9 0] 
[SgJtM7] 
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gll,^, ; 141-143 TC, Rf ffl ; 0.22 D : :^ 9 J -;i/ = 20 : 1). 

^H-NMR (CDCl3)6pp« ; 1.41 (9H, s , 0(^3)3), 1.57 (2H, ■ , CHg-CHg-CH 
2), 1.77 (2H, ■ , CH-CHg-), 2.75 (3H, d , J = 4.7 Hz, NH-CH3) . 3.17 and 

3.35 (IH each, ■ , NH-CHg) ^ 4.18 (IH, ■ , NE -CH-C O) , 4.9-5.3 (4H , ■ 
, O-CHg-Ph + NH X 2), 6.42 (IH, ■ , NH) , 7.2-7.5 (5H , ■ , ^#i^-H) . 
[0 0 9 1] 

mi^m 8 ] 

i^<Dmmit^<\lb (JR^95%) 

jifejr ; 146-147 r;, Rf ffl ; 0.27 UU:i^}V/^ : ^ 7 -;V = 20 ; 1), 
^H-NMR (CDCl3)6pp« ; 0.48 (2H, ■ , CHg of cyclopropyl) , 0.74 (2H, ■ 
, CHg of cyclopropyl) , 1.43 (9H, s , 0(^3)3), 1.56 (4H, ■ , CH-(CH2)2- 
) , 2.69 (IH, ■ , CH of cyclopropyl), 3.16 and 3.37 (IH each, n , NH-CHg 
) , 4.14 (IH, ■ , WH-CH-CO) ., 5.09 (2H, ■ , O-CHg-Ph) , 5.02 and 5.22 (1 
H each, ■ , NH x 2) , 6.60 (IH, ■ , NH) , 7.2-7.5 (5H , ■ , ^#i^-H) . 
[0 0 9 2] 

m^ms] .. 

N* -tert-zf^ JVTt^iyiJ )V:i^=^)V-}i^ - V 1/ iJ Jl^^-Jly-L 

- rji\yi^=.y N- ^^;i/r^ F (^b^^Q) 

; 154-156 TC, Rf fit ; 0.35 (^ n n3j>;i/A : 7 -A/ = 20 : 1), 
^H-NMR (CDCl3)6pp» ; 1.44 (90 , s , €(^3)3), 1.71 (4H, ■ , CH-CCHg) 

7 2 ffiiE^^ 10-310812 4 
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2") . 2.44 (3H, d , J = 4.8 Hz, NH-CHg) , 3.80 and 4.10 (2H , ■ , NH-CH2 

) , 4.20 (IH, n , NH-CH-CO) , 5.1-5.3 (4H , ■ . O-CHg-Ph x 2) , 5.72 (IH 

, ■ , NH) , 6.55 (IH, ■ , NH) , 7.3-7.5 (lOH, ■ , ^SJ^|-H) , 9.33 and 9 
.43 (2H , ■ , NH X 2) „ 
[0 0 9 3] 
mmmi 0] 

2(s)-tert--:/^;i/>r^S/?!j;i/iK— ;i/r^ y-4-N^,N2- t^Kyi^;v>t^i/itiJV:^ 

4-T^ >'-2(S)-tert- -zf^y^/ir^i/ij y\/ifs—j\;r ^ J ^VW. N-;l^;i/T^ 
K (15.2 65.7 ■aol ) $:DMF (300 ■!) IC^«|L, TEA (9.16 ■! , 65.7 ■ 
■ol ) ^i:t?lH- tr^^/-;i/-N,N'-lfx (/<>S>Vl/:t^^:ij;i/d<— 
"^^W (29.8 78.8 ■mol ) S:jD^^?aT'15^IS^^L;to AcQEt (1000 a 

e>tLit;KJS?l-^ife$::Jb^A^DV h^^A (i/U ; 800 g , : Ac 

OEt =5 : 1 ~3 :2 ©jg-^^g^ET'^gffi) T'^S^-TS t IC J: U , 
IH^b-^i^ (17.2 g, 48% ) 

mM. ; 128 Rf -fit ; 0.68 (^nnJ^^H/A : ^^5? ^ -;i/ = 10 : Do 
^H-NMR (CDCI3) Sppa ; 1.40 (9H , s , €(^3)3), 1.8-2.0 (2H , ■ , CRzi 
CHg)-). 2.60 (3H, d , J = 4.8 Hz, NH-CH3) , 3.17 and 3.82 (IH each, ■ , 
NH-CHg) > 4.13 (IH, m , NH -CH- CO) , 5.09 and 5.19 (2H each, ■ , O-CHg-Ph 

X 2) , 5.64 (IH, ■ , NH) , 6.55 (IH, ■ , NH) , 7.2-7.4 (IIH, ■ , NH + 
^#i^-H) , 8.24 and 8.60 (2H , ■ , NH x 2) o 
[0 0 9 4] 

mmm 1 1 ] 

:ji^;i/>r ^ y] y ^L—jvy^—y n- 7^^;i/r^ F iit^^i i) 

- Kyi?jv>t-^z/^ji^=-n/-L-A'-r^j'7 3L—jvr^—y n-jf^'^j^r 

^ K (3.00 g, 9.16 wiol ) , :t/\/h^m:^^J^ (1.83 ■! , 11.0 moI ) ^J: 

o max*fe^ 1 o — 1 O R 1 2 4 
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Xim.VyWtV:^^f\^ (4.72 ■! , 36.6 moI ) (DU-^m^UO —160 TCT'2 
^^^itJ'^Ms^U'^h^^J^ it/V it} ^ ;V ; 500 e ^ CHgClg : MeOH=40 : 1 —20 

:i (Dm^^mmx-mm,:) x-^itsg-rsziiiicj:*;. mM^mi^<Dmmit^i^ (3.97 
g, 71% ) ^nt^o 

gft,^, ; 126-128 TC, Rf ffi ; 0.44 O D : :?l ^ -;i/ = 10 : l)o 

^H-NMR (CDCl3)6pp« ; 1.0-1.4 (12H, ■ , CH2-CH3 x 4), 2.70 (3H, d , J 
= 4.8 Hz, NH-CH3) , 2.92 (2H, brd , J = 6.8 Hz, CgB^-CHg) . 3.8-4.5 (lOH 
^ . ■ . CHg-CHg X 4 + NH-CH-CO + P-CH-P) ,5.07 (2H, s , O-CHg-Ph) ,5.40 
(IH, ■ , NH) , 5.90 (IH, ■ , NH) , 6.5-7.2 (4H , ■ , CgH^) , 7.2-7.6 (1 
OH, > , ^S«|-H + NH)„ 
[0 0 9 5] 

mmmi 2] 

^ K (115 g , 350 mol) , ;r;i/ h=3S^^n:^;i/ (78 g, 530 mioI) ^^XfMVy 
mV:f^^Jl (154 g , 1.40 -ol) S:MVNTSS5tMlli: ra^^CO^f^JCt »J, ^^fe 

^ mi^^a^mmit^m (157 g , 8ox ) ^mr^o 

gll,^. ; 150-153 TC, Rf ^1 ; 0.41 (^ U □ 3jx;i/A : :pI tJf y -;i/ = 10 : l)o 
^H-NMR (CD3OD) 6 ppm ; 2.67 (3H, s , NH-CH3) , 2.73 and 2.98 (IH each, 
■ , CgH^-CHg), 3.73-3.78 (12H, ■ , O-CH3 x 4), 4.25 (IH, ■ , NH-CH-CO) 
. 4.6-4.7 (IH , ■ , P-CH-P) , 5.02 (2H, s , O-CHg-Ph) , 6.7-7.1 (4H , ■ 
. CgH^) , 7.2-7.3 (5H . m , ^#i^-H) . 
[0 0 9 6] 

mi^mi 3] 

-L- vvy N- y^^A^rS, K (ffc-^i^l 3) 

-teTt-zr^jV:t^i/iJJl:^-;V-}i^ -2- ^ U U ^y Pn/Tf^i/iU JVTi^^JV 

7 4 10-3108124 
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ift.^. ; 109-110 Rf M ; 0.48 UU:^^)VA : :^ ^ J -;i/ = 10 : 1)„ 
^H-NMR (CDCI3) 6pp« ; 1.3-1.9 (15H. s + ■ , C(CH3)3 + CH-(CH2)3 2. 
80 (3H, d , J = 4.8 Hz, NB-CH3) , 3.20 (2H, ■ , NH-CHg) , 4.04 (IH, m , 
NH-CH-CO) , 4.95 and 5.14 (IE each, ■ , NH x 2) , 5.21 (2H, s , O-CHg-Cg 
H4) , 6.21 (IH, ■ , NH) , 7.2-7.5 (4H , ■ , ^#J^-H) „ 
[0 0 9 7] 

mmm 1 4 ] 

t^A^yt^ty:ii^/l) K (fb^^ 1 4 ) 

(JR^90%) ^mtc^o 

m.^. ; 99-102TC, Rf -fit ; 0.55 U U:^JV2^ : J -Jf\^ = 20 : Do 

^H-NMR (CDCl3)6pp« ; 1.39 (9H, s , €(^3)3), 3.03 and 3.16 (IH each, 

■ , CgH^-CHg) . 3.4-3.5 (4H , ■ , NH-CHg-CHg-O) , 4.33 (IH, ■ , NH-CH-CO 

) , 4.46 (2H, s , O-CHg-Ph) , 5.01 (IE, ■ , NH) , 6.22 (IE, ■ , NE) , 7. 
2-7.6 (9H , ■ , ^#Sl-H) o 
[0 0 9 8] 

m^mi 5] 

-L- ys;>N-(2- 'Os;;i/:2|-=api/x^;i/) K iit^^l 5) 

-teTt-zf^f-ji/yi-^i/iJii^^-JV-Yi^ -2- ^ uu^yi^/\/^^t/:^)V^—ny 
-L- u i;>fej:t5o-'<>$;;i/T^ yx^ y-;^S:Mv^T2S5tMl tm^<Dmi^ic 

^*)i^^mi^<Dmm'\t^m (iix^99%) ^nr=., 

MA : 69-71 1C, Rf ft ; 0.60 i^UU:^AyJ^ : 3t J - J\y=10 : Do 
^H-NMR (Crci3) 6pp» ; 1.2-1.9 (15E. s + ■ , C(CE3)3 + CE-(CB2)3 -)> 3. 
18 (2H, ■ , NH-CEg) , 3.4-3.6 (4E , ■ NH-CHg-CBg-O) , 4.04 (IE, ■ , NE 

'1 ^ fwaxj^m 10 — 3108124 
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-CH-CO) , 4.51 (2H, s . O-CHg-Ph) , 4.93 and 5.12 (IH each, ■ , NH x 2) 
, 5.21 (2H, s , C(=0)0-CH2-CgH4). 6.44 (IH, ■ . NH) , 7.2-7.5 (9H , ■ , 

[0 0 9 9] 
JMM.m 1 6 ] 

3(RS)-tert- :^^;i/:r^e/:*;i/3j?::i;i/-6- :7 x— ;i/-2(R)->r V 3f^>n//\:^-!?-> 
m at-^^l 6) 

a) 2(R)- :;^n^-4- y X- h (-ft-a-ifei 6 - a) 
^ 2(R)- :fn^-4- (28.5 g, 146 mioi) , V }\^y y\/^ — 

}V (18.1 ml , 175 Mol) , fe<ktJf, 4-e;;A^;i/T^ y t^U (1.90 g, 14.6 

Moi) ^i?^uu:^dfy (140 Ml) iz^mv. ^^l^nr. edc (35.6 g , 17 

ii/V ii>f}i> ; 700 g , n-/N3p-9-> : AcOEt =40 : 1 ©ig-a-^^'^^ffi) "^^^S? 
fS^lCj;*;, Mfe?**^©^iB'ffc-^4& (32.0 g, 77%) S:#fco 

JtJ^^tS [a]p = +31.8° (c=1.0 , MeOH) , Rf -fit ; 0.48 (AcOEt : n-/\:^r 
■9-V = l :5), 

^ ^H-NMR (CDCl3)6pp« ; 0.9 (6H, 2 x d , J =6.5 Hz, ^(^3)2) . 1.67 ( 

IH, ■ , (CH3)2CH) ,1.90 (2H; m , (CH3) gCH-CHg) , 4.30 (IH, t , J =7 Hz 
, -CH-Br) , 5.2 (2H , s , CH2-Ph) ,7.32 (5H, s , ^#i^-H) „ 
[0 10 0]. 

b) V^yV)\^ 3(RS)-tert- :/^;i/:^^S/:«j>n/3K-;i/-2(R)-< V '^^^^l/J^^' 

(<b^4^1 6-b) 

tert- •:f=$')\j'^U%-Y (24.9 g, 99.6 moI) 5: DMF (60 -l) 
iC^jSIL, 0 X.-TiW^T. tert- V^Vii'') h. (13.4 g, 120 mol) &^f>L 
t5^|feiDl/fc. ^ST' 1 ^fS^^«^, St; 0 ICilb, 16-a (28.4 g . 

99.6 ■■ol)<0 DMF (60 ■!) 1 ^f^T'^gT bfco 5 X:T'15^IS«#^, Ac 

OEt (2 L) Srin;^, mci^W^. IN i^g?, filfD^^TK^^h h U -i^ IS 

1 6 ffilE#^ 10-3108124 
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T'le^^^ ^m^W.S.^^L. ij'yU^U^Yf'yU ( ^> U ; 750 g . n- 

: AcOEt =20:1 CDig^^g^T'^ffi) T-JftSg-T 5^tC ^ y , Mfe?*^^® 
^lE-ffc-^^feJ (40.0 g, 89X) S:^:/^c 

JtJSl3te|g [all) = +16.7° (c=1.0 . MeOH) , Rf -fit ; 0.56 (AcOEt : n-/\^ 
-y-> = l : 5). 

^H-NMR (CDCl3)8pp« ; 0.82 (6H, 2xd , J =10 Hz , CH(CH3)2) . 1.15-1.8 
(12H , 2 X s + ■ , (CH3)2CH-CH2, + C(CH3)3), 3.2 (IH , ■ . CHg-CH-CO), 
3.7 (IH , ■ . CO-CH-CO) , 5.1 (4H . « , CHg-Ph x 2) , 7.32 (lOH , s , ^ 

[0101] 

c) V<yV)\/ 3(RS)-tert- :;^^;i/:4-df i/5t7;i/3j<~;i/-3- %/Z^-r%y\/-'ti'i^- 

^fc-a-^^ 16-b (9.49 g, 20.9 moI) S: DMF (100 ■!) lC|§«?b, ^MTM^ 
T. 60% TK^'ffc-M-U^'A (1.0 g . 25.1 Mol) $:Ap-bt5o|feinbfco ^^ST* 
2^^M#=^. 0 1ClC?^f|Ibi/>-:?-^;V :/D$ K (5.35 g, 27.2 moD^fi?* 
•:5oiII^ 5X:-e 15 ^fmM#b:to AcOEt(500 ■1) ^MX. 

-?ti2!lI-ro45'?SSfc#L.fc„ ^kM^^»l7K^^v^:^^i/'^i^T'l£^^, ^^5:^ 
JE©*L*^Ai7nvh^^A( t/U ; 700 g , n-/\:^iJ-> : AcOEt =20 

:1 (DS^?§iiT?^m) 7??fiSg-r-5Z.i:lCj:y, ^-fe^^^^co^lB^fls-^ijljdO.g g 
, 91%)§:#fe, 

Rf -lit ; 0.34 (AcOEt : n-/s:^r = 1 : 9). 

^H-NMR (CDCl3)6pp« ; 0.7-1.0 (6H . ■ , CH(CH3)2) . 1.1-2.1 (12H, ■ , 
(CH3)2CH-CH2. + C(CH3)3), 2.8 (2H , bd, J =5.4 Hz, CH2-CH=CH), 3.0-3.3 
(IH , ■ , CHg-CH-CO), 5.0-5.2 (4H , ■ , CH2-O x 2)> 6.1-6.4 (2H , ■ , CH 
o- CH=CH) , 7.1-7.5 (15H, ■ , ^#i^-H) o 
[0 10 2] 

d) 3(RS)-tert-^5^;i/;r^i/b!j;VJK— 7 ai:^;i/-2(R)-'f V :/^;i/^=^-9- 
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ym iit^^l 6) 
it^m 16-c (4.2 g , 7.36 MoDSrJitfy-;!/ (35 ■!) 

s^-'t7A^m (50% Mi^c, 1.3 g) ^mm^. 7K^^:!igb^*^e>^?aT' 7 ^lasft 

jJxUXO.Sl 7.36 ■■ol)i: h;i/X>(50 ■!) $:inx., Z^l^igSSbifeo SJS 
^^i/^JxX'^m^. ;t7^i^^^nTh^r^A( 

0 iiicku, Mi^mvtoymmit^^ (1.1 g . 43%) ^mr=., 

Rf 'fiS ; 0.60 (^ a n/^;Ui^ : ^ y — : B^^ = 95 : 5 : 3)„ 

^H-NMR (CDCl3)6pp« ; 0.88 (6H, bd, J =5.7 Hz, CEi^O^) , 1.0-2.0 (1 

6H, m , (CH3)2CH-CH2, + 0(^3)3 + CHg-CHg- CH^-Ph) , 2.4-2.8 (4H . ■ . CH 

-CO X 2 + CHg-Ph) > 7.0-7.4 (5fl , ■ , ^^J^-H) . 
[0 10 3] 

3(RS)-tert- ^>>;tj;i/iK-;i/-5- ^^;i/-2(R)— f v:/5^;i/'\^-9->^ 

(^b-^^ 1 7 ) 

it-^^ 16-b ^:a^7'f^:>^^^U;l/^fflv^TSS^^M i6-c , d i:|^«l®1^f^^ff v^ 
• gJEM-fe^fi^^^^lB^fc'&ifef (ii^J|X^52% ) ^m^o 
Rf -fit; 0,23 (AcOEt : n-/\^-9-> = l : 4). 

^H-NMR (CDCl3)6pp« ; 0.90 (12H . ■ , CE{^&^ x 2) , 1.0-1.3 (2H , ■ 
, CH(CH3)2 X 2) . 1.4-1.8 (13H , S + ■ , CH2-CH(CH3)2 x 2+ 0(^3)3) , 2. 
5-2.7 (2H . ■ , CH-CO x 2). 
[0 10 4] 

mmmi 8] 

2(R)-[l(RS)-(tert-y^;i/:r=J!ri/;!j>n/)l?-;v) X^;i/] -4-:* ^ >^ ( 
flS^^fef 1 8 ) 

'ffc'^^ 16-b i:3':7^i:>i^;i/$:Mv>TSg5^M i6-c , d t.mm<Dmi^^^^^^ 

7 8 ffiliE4t¥ 10-310812 4 
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Rf -fit ; 0.28 (^^ nn/jv;i/-6. : ^ / -;i/ = 20 : Do 

^H-NMR (CDCl3)6pp« ; 0.91 (6H, ■ , CH(CH3)2) . 1.1-1.3 (4H , ■ , CH(C 
H3)2 + CO-CH-CH3) , 1.4-1.8 (IIH , S + ■ , CH2-CH(CH3)2+ 0(^3)3) . 2.59 
and 2.73 (2H , ■ , CH-CO x 2). 
[0 10 5] 

mmm 1 9 1 

3(R)- ^^;i/-2(RS)-(3-^ai->n/':^ntf;v) /\^-9->gS-N- ^ 

a) 5- :*^;v-2(RS)-(3-7ac— ;i/:/ntr;i/)-3(R)-2,2,2- hu ^nnx^;i/:*- 
^iyitjju:^-;v- ^^r-9->^-N- ^yi^JVyt^t^-^- ^yz:^J\^:^^t/ijA^^—J\y 

T ^ K Cit^^ 1 9 - a ) 

5_^5L;i,_2(Rs)-(3-7x-;i/^nif;i/)-3(R)-2,2,2- hU^nnx^;i/:r=^r2/ 

/s^-9-^SE (1.00 g, 2.27 mmo\ ) ^rCHgClg (20 -1 ) izmMVM 

m^m%r ox:K.}^Mi^r^o dmf (s m) > :t^'*fvjv^uv k (217 , 2. 
49 Moi ) $:t/i;>t;T'in^ot:'^20^lS«if ufeo 30^?S^o-/<>t?;wN- 
^>s;;b:r^2^;fj;i/Ji?-;pt Kn^i/;i/T5> (640 -g, 2.49 miioi ) , tea ( 

1.04 ■! , 7.47 Mol ) ©CHgClg (20 ■! ) ^?KlCB^#H^T 0 X: 
; 40 g, ^-^^^y : AcOEt =10: 1 (DU^'^mxmm T'3(ti5[-rS ^ IC J: U 

, n^m^o^mt^^ a.i s > 43%)s:#fco 

^H-NHR (CDCl3)6pp« ; 0.8-0.9 (6H , ■ , ^(^3)2) . 1.1-1.3 (IH , ■ , 
CH(CH3)2) , 1.4-1.9 (6H , CH2-CH(CH3)2 +_CH2-CH2-CH2-Ph) . 2.53 (2H, 
. , CH2-CH2-Ph) , 2.84 (IH, ■ , CH-CO). 3.83 (IH, > , CH-CO), 4.66 (2H, 
s . CHg-CcI^) , 4.88 (2H, s , O-CHg-Ph) , 5.26 (2H, s , C (=0) O-CHg-Ph) , 
7.0-7.4 (15H, ■ , ^#f^-H) o 
[0 10 6] 

b) 3(R)-*;vdt^2/-5- ^^;i/-2(RS)-(3-^a:-;v^ni:f;i/) /N^-y-^^-N- ^ 
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it^m 19-a (800 -g, 1.21 wioDfrBfg? (30 ■! ) IC?§«?LM$&5^ (2.80 g 
, 36.0MIO1) $:illA^?aT'2.5 ^^^^bfeo 3£$&5^^ai8(I tg^K^rW*^. Ac 
OEt ^m^^o AcOEt ^?g$:l&5fn:^J^:^c, IN l&m. ^^n:fe^7K®IIMT-€-n€4x 

A^7DVh^^^A( i/U :^7^>n/ ; 50 g. n-/\^-9-> : AcOEt =5 :1 

T*fiim) T'3fiig-t-5zi^jc<ky, Mfe^*^®^iafi:-^^ (430 .g, 68?^) ^mt=. 

^ Rf >fii;0.37 (AcOEt :n-/\^-9->=l : 2). 

h-Hm (CDCl3)6ppB ; 0.8-1.0 (6H , ■ , ^(^3)2) . 1.1-1.3 (IH , ■ , 
CH(CH3)2) . 1.4-1.9 (6H . ■ , CH2-CH(Ce3)2 + CH2-CH2 -CH2-Ph) . 2.55 (2H. 
■ . CH2-CH2-Ph) , 2.92 (IH, ■ , CH-CO), 3.91 (IH, ■ , Cfl-CO), 4.87 (2H, 
s . 0-CH2-Ph) ,5.26 (2H, s , C(=0)0-CH2-Ph), 7.0-7.4 (15H, ■ , ^#i^-H 

) o 

[0 10 7] 

mitm2 0] 

3(RS)-tert- y h dp 2/;ij;i/3i?-;i/-6- [4' -(N^N^-i^'O S^;!/:^ =^>>:ij;V3j?->«/ 

^r-K) 7x-;i/]-2(R)- >f y^^;i/^^-b->^ iit^^20) 

)-2(R)- >f yy^;i/:5^^ i/^- b Ut^^2 0 - a) 

tTVN^I!llfi^<Z)^IH'ffcA^( iR^71%)$:#fe„ 

^H-NMR (CDCl3)6pp« ; 0.8-1.0 (6H , ■ , CH(CH3)2) . 1.1-1.5 (12H, s + 
> , (CH3)2CH-CH2 + 6(^3)3) , 2.90 (2H. > , CH2-CH=CH), 3.21 (IH, ■ , CH 
-CO), 5.03 and 5.14 (2H each, s x 2 , 0-CH2-Ph x 2) , 6.3-6.5 (2H , ■ , 
CHo- CH=CH) , 7.2-7.4 (12H, ■ , ^#Se-H) , 8.1 (2H , ■ , ^#J^-H) o 
[0 10 8] 

b) 3(RS)-tert-^hdrt'*>a/7K::i;i/-3-(4*- T ^ 7 ai- l/> h V ^ »- 

2(R)- >f y:/-5';i/3/\^^ (fl:^4&2 o-b) 

_8 0 ffifE4^¥ 10-310812 4 



9 — 362364 



'fb-a-^20-a (4.50 g, 7.31 mol) $:X^ / (100 ul) tC^S? L/5Vt^ $^^7 

M.mm (50% mi^. 2.5 g) ^mua^. yi^m^mLrjtii^^mu'V2m\simh<u 
) ^nr^o 

h-Hm (CD30D)6pp« ; 0.8-1.0 (6H . ■ . ^(^3)2) . 1.1-2.0 (16H, ■ , 
(CH3)2CH-CH2 + C(CH3)3 + CH2-CH2-CH2-CgH4) , 2.49 (2H, ■ , CH2-CgH4) , 2. 
7-3.5 (IH , m , CH-CO). 6.7-7.1 (4H , ■ . ^#IS-H) . 
[0 10 9] 

it^^2Q-h (2.98 g, 7.31 maol ) $:DMF (30 al ) TEA ( 3.10 m 

1 , 21.9 BBol ) n^XSlYL- tr^y-;i/-N,N'-i^x( V }l:!ir^iyi} )\/-^—J\y 
) iJj^-^^^'^^Vy (3.32 8.77 MBol ) $:Jn;i40X:T'15^^^^L:/^„ Siffr 
WL-kW.mm^^. AcOEt (100 -l) IC|§«¥L/1N J^^, ISfli:feJS:?K®JHT?^n-€ 
4X2 IlIfo:$)-?g?5fe#^, MTKMgSO^ T'^iS^, ?§SES:^M*L/, ;!7^A^n*T 
h^^A (i>'U:ij>!f;i/ ; 400 g . CHCI3 : MeOH = 200 : 1 ©M-^^^'PtSm) 
Jft^f-SrilJcaiU. ^fe!l^?*^^®^IB<l:'^^ (1.03 g. 2156 ) $:#feo 

^H-NMR (CDCl3)6pp« ; 0.8-1.0 (6H , ■ , ^(^3)2) > 1.0-1.8 (16H, ■ . 
(CH3)2CH-CH2 + 0(^3)3 + CH2-CH2-CH2-C5H4) , 2.4-2.7 (4H , CHg-CgH^ + 
CH- CO X 2) , 5.1-5.3 (4H , ■ . O-CHg-Ph x 2) , 7.10 (2H, m , NH x 2) , 
7.2-7.5 (14H, a , ^#i^-H) » 
[0 110] 

i.'i'Jb 3(R)-:jJ7;p;}<:3pi/-2(S)-H Kn=^P2/-5- h 

2 1) 

3(R)- :;f7;i/jK=2lri/-2(S)-H Kn^i/-5- >l^;i/'\=^rif>S? (440 ag, 2.31 aao 
1 ) iCifil7KhU7;V::^-D»K (4 al) ^MX. 0 TCT* 4 NflSim^ b fee 
5feU. J -)\^ (4 al) $:*n;t0 1CT'2 ^[S^^L, ^^ty->«/=&W* 

=g&, i3=7U^U^Yf'yh. ($/»J :;!7>^>«/ ; 35 g, □ n3jN;i/A : >^ -;i/= 

B 1 }^x.^t^s^ 1 0 — 3 1 0__8 12 4 



9 — 362364 



20:1 (Du^mmx-mm) x-nm-r^mzx*). m^^m^o^^it-^^ (344 -g 

, 73%)-S:^Ac. 

^H-NHR (CDC13)8PP« : 0.94 (6H, d , J=5.0 Hz, CH CCHg)^ ) . 1.3-2.0 (16H 
, . , (CH3)2CH-CH2) , 2.8-3.2 (IH , ■ , CH-COgH), 3.82 (3H, s , OCH3) , 
4.29 (IH, d , J=3.5 Hz, HO-CH), 6.6 (2H , br« , OH + COgH ) . 
[0 111] 
[535^^2 2] 

-[4-( n Fn=2^^t/r 5 y)-2(R)- >f y:/^;i/-3(RS)- 
^ - T-fe h-f ^ ;i/-L- ij i^y N- ^^;i/T^ K • 1 W^m^ iit^mz 2) 

a) - /<>s;;i/:r^>>;f7;^3j?->'^-L- u n- j^^jut^ k • i SMtfe ( 
^t^m 2 2 - a ) 

-fb-a-ifel (8.20 g, 20.8 mmo\ ) S:*?^T4N HCl (AcOEt 100 ■!) K.^ 

|^CMST'45^imm^bfc„ .K^5?SS:^E?giaib, J^^lCEtgO (100 -1) 

Ifl-NMR (CD30D)6ppm ; 1.3-1.8 (6H , . . CH (CHg)3 ) , 2.70 (3H, s , NH^C 
HJ , 3.27 (2H, ■ , -0C(=0)NH-CH2), 4.25 (IH, • , NH^CO) , 5.05 (2H, 
r, O-CHg-Ph) , 7.2-7.5 (5H , ■ , ^#i^-H) , 

^ [0 112] 

b) -[4-tert- h^S/-2(R)— T V ■:/^>n/-3(RS)- :^^}U^^y:^M- 
- r<y.y)Vylt^tyi:J)\^^^-J\^-L- V i^y N- ^^;i/r^ F (^b-^ifeJ 2 2 - b ) 

^t^m2-^ (6.8&.g, 20.8 -ol ) ^ DMF (26 ■! ) - CHgClg (60 ■! ) IC?§ 
«|L -15t:T'm^T. ^fk-^^lS (4.60 g, 18.8 -ol ) , HOBT (3.40 g, 24.9 - 
■ol ) , EDC (4.77 g, 24.9 moI ) ^J:t?TEA (2.89 ■! , 20.8 moI ) ^0. 

tc^inbfc. -i5x:T'1^IS, $ e>ic^?aT'i5^fSm#^> mm^W.BW^\^t=. 

, AcoEt (200 -1) ^mpl. ffi5Ri:feS7K, imB. mm^^co^-^mm. mmik^ 
nm^^i^m^nr^RJ^^^^^*^^^^'^^^^'^^ $/y*^;v;2oo g , 

8 2 mU^^ 10-3108124 
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^H-NMB (CDCl3)6pp« ; 0.8-0.9 (6H , ■ . CH(CH3)2) . 1.0-1.2 (4H , ■ . 
CO-CH-CH3 + CH(CH3)2) , 1.3-1.9 (17H, s + ■ . CH2-CH(CH3)2 -^^^^E^l^E^- 
NH + C(CH^)3) , 2.4-2.7 (5H , d + b , J=4.7 Hz. NH-Cflg +_CH::CO x 2) , 3. 
2-3.4 (2hT« . CHg-NH) , 4.25 (IH, ■ , NH-CH-CO) > 5.10 (2H, s , O- CHg- 
Ph) , 6.5 (IH . ^NH) , 7.0-7.2 (2H , ■ , NH x 2) , 7.2-7.5 (5H , ■ . 

0 [0 113] 

c) -[4-t Kn^2/-2(R)->r y:/^;i/-3(RS)- :^^/v'9-^iy=^M- - ^ 
Z/t?}Vyi-^t/i3;V^=^J]y-'L- U PZ/ N- :^^}Vr^ F • 1 WWt^ iit^^2 2- 
c) 

it-^^ 22-b (3.4 g, 6.54 n-ol) lC*?^bfc95X hU:7Dn»^ (7K5%-g-^, 

^H-NMR (CDCl3)Spp« ; 0.8-1.0 (6H , ■ , CH (CH3)2 ) > 1.0-1.3 (4H , ■ . 
CO-CH-CH3 + CH(CH3)2) . 1.3-1.8 (8H , ■ , CH2-CH(CH3)2 + Cfl-CCH^g) , 2. 
^ 49 (IHrr. CH-CO), 2.75 (4H, ■ , NH-CH3 + CH-CO) .2.94 (2H, > , CHg-NH 
) , 4.30 (IH, ■ , NH-CH-CO) , 5.12 (2H, s , O-CHg-Ph) . 6.5 (IH , ■ , NH 
) , 7.0-7.1 (2H , ■ , NH X 2) . 7.2-7.5 (5H , ■ , ^#J^-H) □ 
[0 114] 

d) N*-[4-(N- K>i;jU7t^^>r^ ^y:/^;v-3(RS)- 

) 

it^m2-c (2.0 g , 4.31 MoOSrj^l^i/-;!/ (40 ■!) iZmMV. 5X 
t^^J^mm (50%S<*, 1.0 g) 5:^*n«t. >!K^S:^!£b:&)b^e>^MT' 3.5^IS^ 

i.<mwi.t^o mm^mm^. mm^m&m^i.r^. #p,tLfca?£S:DMF (4o • 

1 ) iZ^miyO X^lZl^m^. TEA (1.93 -L, 13.8 moI ) J;tJf3lf^-«/T-fe h 

« P mmS^^ 1^ 0 - 3 10 8 12 4 
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4 ^"r-h^m^ (577 mg, 4.53 uol ) ^l^iDbfeo 

^ja-eiS^fSM^^O TClC^&^b. HOBT (612 -g, 24.9 mol ) . 0-K>t^}V 
\L Fn:3Fi/;i/7'^ (1.38 g, 8.62 mol), EDC (1.65 g, 8.62 moI ) 

^J:t5TEA (1.20 ml , 8.62 mioI ) SrMMlC^iinbfco ^MT15^ISM^^. ^ 
%^n^m^\^fr^. Zl®S^5ti-^ife$:^-r-Y HP-20 (=^fb^: 200 -U 
0-70% ^ ^ y -;i/;K^?KT'^ai) n v h A (i/Vij^n^i 

70 g, ^^nD/^;VA : : g^®? = 10: 2 :l;b>e>5 :2 : 1 ©^-^^^1 

^ Momm^t^m (1.0 g , 49X)^#:to 

^H-NMR (CDCI3 + CDgCOSppm ; 0.7-0.9 (6H , ■ , CH(CH3)2) , 0.9-1.1 (4 
H , ■ , CXKCH-CHg + 05(013)2) . 1.2-1.9 (8H . ■ , CH2-CH(0H3)2 + CH-(CH2 
)3) , 1.94 (Se, s , OH3OO2H), 2.18 (3H, s , O-OH3), 2.55 (IH, ■ > CH-00) 
.2.73 (4H, H , NH-CH3 + CH-CO) , 3.0-3.4 (2H , ■ , OHg-NH) , 4.36 (IH, 
■ . NH -CH- CO) , 4.89 (2H, s , 0-0H2-Ph) , 7.2-7.4 (5H , ■ , 5l=#i^-H) » 
[0 115] 

e) -[4-(N- \l\^U^i/r^ J)-2m- ^ Vf^ )V-3(RS)- :f^^JU-^^P- 

- r-fe h>r ^ hM;L'-L- u t^y n- :^^jvr^ f • i mm^ at^mz 

2) 

^ 'ft:-^ifej22-d®>fb-^% (1.0 g , 2.10 Miol ) ^mWt (10 ■! ) iZ^mV. 5% 

/^^i^^A^m (5o%Mf<t, i.og)S:^in^. yif^m^mi^^jtu^h^ux z.omm 
8S[u<M#b^. mm^m&m. mm^mmm^Ltc. m^titcmmizEt^o (20 

■1 ) S:iO^«fffibfci!SaS:«m-rS3i:{C<J:y e-fe^$^®^iafl:-^#J (889 Mg 
, 955t ) i:mt^. 

mM ; 161-165 t:, Rf -fit ; 0.15 (^ UUii^JhJ^ i :^ 9 J -JV : gtge = 5 : 2 
: 1). 0.43 (n-BuOH : AcOH : ;!K = 4 : 1 : 1). FABMS (M"^+l) : 386 „ 

^H-NMR (CD30D)Spp« ; 0.8-0.9 (6H > ■ , 0H(0H3)2) , 1.0-1.1 (4H , ■ , 
CO-CH-CHg + CH(CH3)2) . 1.3-1.9 (8H , ■ , CH2-CH(CH3)2 + (OHg) 3-CH2-NH) 
. 1.94 (3H, s , OH3CO2H), 2.24 (4H, s + ■ , C-CH3 + CH-CO), 2.55 (IH, ■ 
, CH-CO), 2.72 (3H, ■ , NH-CHg) , 3.22 (2H, ■ , OHg-NH) , 4.28 (IH, ■ , 

8 4 10-3108124 
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NH -CH- CO) „ 

[0 116] 
CSSjgM2 3] 

N*-[4-( t Kn^i^T^ >^)-2(R)- >f v>^5^;i/-3(RS)- ;^^>n/•i^^ i/-;^]- 
L_4•_ y 5 J ^-n/T'y — y N- ;A^;i/T^ K • 1 (^^"kmi 
3) 

a) -[4-tert- >r dip >>-2(R)->f V y^;i/-3(RS)- ;l -L-4' 
- t/T y ;VT^ — > N- i^=f'1\/y^ K 3 - a) 

gft^ ; 160-164 t:, Rf lit ; 0.60 n □ /Jn;1/A : ^ ^ >^ -;i/ = 10 : 1) o 
^H-NMR (CDCl3)8pp« ; 0.7-0.9 (9H , ■ , CH(CH3)2 + CO-CH-CH3) . 1.2-1. 
5 (12H, ■ , CH2-CH(CH3)2 + 0(^3)3) . 2.41 (2H, > , .CH^CO x 2) , 2.73 ( 
3H. > . NH-CH3) , 3.0-3.4 (2H , ■ , CgH^-CHg) . 4.12 (IH, > , NH^CHzCX)) 
,6.27 and~6^8 (IH each, ■ , NH x 2) , 7.33-7.59 (4H , ■ , ^#J^-H) » 
[0 117] 

b) n'* -[4-(n- ^yV)\^i^^vr^ >ryy^;i/-3(RS)- i^^y\j^f; 

i/n;i/]-L-4'- S/T / 7 3i->n/T^-> N- ^^;i/T^ K (2 3-b) 

'fb-^^23-a (36.9 g, 85.9 moI ) ic^?^rb:fe955S hu^anBfgg (7K5%-^^ 
, 200 ■!) ^MX. 5 t:T'2 ^^m#bfco EtgO^rSnj^T 

#e>tlfca?^^$:DMF (300 ■!) K:^»?b-15 X,\Z^n^. HOBT (13.9 g, 10 
3 Mol) , 0- KyV}\^\L ^U^i/ J^r (20.6 g, 129 moI) , EDC 

(19.7 g, 103 Mol) feaitJ^TEA (18.0 ■! , 129 wiol) $:lilC^feinLfeo ^Wl 
T'15^IS^#=g&, ;RiSM^?S5:7K (2 L ) lC?gTb^mbfe^a$:«mbfc. # 
e>tifejiga5:lNiS^. 10XNa2C03 7K«^?K. >!K, Et20®|(lT'^?f^bi^ffiTlS^l^ S 
l^j^^CD^IBfl:-^^ (39.2 g, 95%) $:#^o 

Rf -fit; 0.42 and 0.47 ( ^□n3j>;i/A : tJ? 7 - 71/ = 10 : 1). 

^H-NMR (CDCI3 + CD3OD) 6pp« ; 0.5-1.0. (lOH, ■ , ^(^3)2 + CO-CH-CH3) 
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, 1.2-1.5 (2e . ■ > CH2-CH(CH3)2) ^ 2.0 and 2.34 (IH each , ■ , CH- CO x 
2) , 2.73 (3H, ■ . NH-CHg) , 2.98 and 3.19 (IH each, ■ , CgH^-CHg) , 3. 
59 (IH. ■ , NH-CH-CO ) , 4.63 (IH, m , NH) . 4.86 (2H, ■ , O-CHg-Ph) , 
7.13 (IH, ■ , NH) , 7.3-7.6 (9H , ■ , ^#i^-H) , 
[0 118] 

c) -[4-( t Kn^i/T^ y )-2(R)- >r yy^;i/-3(RS)- 
]-L-4'- J is^f-xyy-y n- i^^jbr^ K • i mws,. (J^c-^m 

2 3) 

<l:-a-«fef23-b (10.0 g, 20.8 Mol ) Srgfg^ (90 ■! ) IC|§«¥L/, 5% ^'yV'O 

j^mm (5o%M#:. 5 g) ^misa^. y^m^^vrj^ti^hmw^ le mmmL<m 
wvtc. mmiimm. B^^s:^jEW*b#e>tifcj^^s:* (so -i ) izmmv 

hromatorex ODS-1020T ; 500 g . 0%iS^^A%:f^ 9 J -JV I 0.1% WWi-^^WC^^ 

ffi) ^MVNTiisg^, M^^m-t^z.}L\zi,y)^ ^^n^<omL\\.'hm (6.7 g 

, 71X)&#^„ 

; 223-226 "C, Rf -fit ; 0.14 (^ na:jN;i/A X J : if^ = 5 : 2 
: 1), 0.52 and 0.60 (n-BuOH : AcOH : 7K = 4 : 1 : 1)„ 

^H-NMR (CD30D)6pp« ; 0.68 (3H. ■ , CO-CH-CH3), 0.7-0.9 (6H , ■ , CH(C 
H3)2) , 1.2-1.6 (4H , ■ , CHg-CH (CH3) g) , 1.93 (3H, s , CH3CO2H), 2.57 ( 
2H, ■ , CH-CO X 2), 2.66 (3H,- ■ ; NH-CH3) , 2.89-3.30 (2H , ■ , CgH4-CH2 
) , 4.04 (2H, ■ , CHg-NHg), 4.67 (IH, ■ , NH-CH-CO) , 7.35 (4H, ■ , 
i^-H) . 

[0 119] 
[iS3tM2 4] 

-[4-( t: KO:3r2/T^ y )-2(R),3(R or S)- V^^^J^"^^ ''^^M-\^- 

rj\^^:^y N- i^^)vrK K • i mmi^ ('fb-^^fe2 4) 

a) N* -[4-tert- h^i/-2m M^S)-V ^ V JV"^ ^ =^M - ,N« - 

v^yvPn/:A-^i/i^)vis^—}\/-L- t;i/^~> n- i^^n^r^ F (^b'^^24-a 

) 

J& 6 miE4^¥ 10-3108124 
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^H-NMR (CDCI3) 6ppB ; 0.8-0.9 (12H, ■ , CH(CH3)2 x 2) , 1.1-1.3 (2H , 

■ , CH(CH3)2 X 2) , 1.4-2.0 (17H, s + ■ , CH2-CH(CH3)2 x 2 + (CH2)2-CH2- 
NH + 0(^3)3) , 2.4-2.6 (2H , ■ , CH-CO x 2), 2.72 (3H. d . J=4.8 Hz, NH 
-CH3) , 3.6-3.9 (2H , ■ , CHg-NH) , 4.32 (IH, n , NH-CH-CO) , 5.0-5.3 (4 
FTs X 2 , O-CHg-Ph x2), 7.0 (IH , ■ , NH) , 7.2-7.5 (IIH, ■ , ^#f^-H 

+ NH), 8.3 and 8.5 (2H , ■ , NH x 2) , 
[0 12 0] 

b) N* -[4-( H FU^i/T^ J)- 2(R),3(R or S)-i^>r V i^-^H" 

L-TJi^-y N- ^5^;i/r^ K • i mmm. (.^t^m2 4) 

'fb'a•^24-aS:MV^T|g^tM23-b, c t |^^<^)^#^^V^a•fe@i^:©^IH'f^:-^^ 

^H-NMR (CD3OD) 6PP« ; 0.6-0.9 (12H, ■ , CH(CH3)2 x 2) , 1.0-1.2 (2H , 

■ , CH(CH3)2 x 2) , 1.3-1.9 (8H , ■ , ^2-^(^3)3 x 2 + (CH2) 2- CH2-NH) 

, 1.96 (3H, s , CH3CO2H), 2.4-2.6 (2H , m , CH-CO x 2), 2.72 (3fl, s , NH 
-CH3) , 3.6-3.9 (2H , ■ , CH2-NH) , 4.27 (IH, ■ , NH::Cfl2C0) . 
[0121] 

N*-[4-( MY^u^i/T^ J)-2(.R)- >f yy^;i/-3(RS)- ;i ^-vn/l- 
L-T;!/^-^ N- ^'^;i/T^ F • 1 mm^ {it'^m2 5) 

a) -[4-tert- b ^ e/-2(R)->r V^^;i/-3(RS)- Ay"*)- i7 >> -M- N** 

,n" - i;/<>s;;i/:*-^>>;tj;i/#->n/-L- t;i/=¥-> n- ;i5^;i/r^ K iit^mz 

5 - a) 

'fb-a-^9feJ:y^'fb'^4^18S:MV>T$g)tM22-a, b tm^Om^^^^^&i^Mi^ 

^H-NMR (CDCl3)6pp« ; 0.7-1.0 (6H , ■ , CH(CH3)2) > 1.0-1.3 (4H , ■ , 
CH(CH3)2 + CO-CH-CH3) , 1.3-2.0 (15H, s + ■ , CH2-CH(CH3)2 + (CHg) 2- 0^2" 
NH + C(CH3)3) , 2^2^2.7 (5H , d + ■ , J_= 4.8 Hz, NH-CH3 + CT-CO x 2), 

Q 4 fufxif^sa 10 — 3108124 



#511 9 — 362364 



3.6-4.6 (3H . ■ . CHg-NH + NH-CH-CO), 5.14 and 5.23 (4H , s x 2 , O-Cflg- 

Ph x2). 6.5-7.1 (3H , ■ , NH x 3) , 7.2-7.5 (lOH, ■ , ^#J^-H) . 9.5 (1 
H , ■ , NH) „ 

[0 12 2] 

b) -[4-( \i\^u^t/r^ ^y:/^>n/-3(RS)- 

]-l-t;i/=^-> n- >i^;i/T^ K • i mmm. iit-^^z 5) 

'fb-^ife^25-a$:Mv^TSgiiM23-b, c t:m^(Dmi^^n^^B^M^Mn^O)^^ 

Rf -fig; 0,15 (irnD;J-x;i/A : : »^=5 :2 : 1), 0.47 (n-BuOH 

: AcOH : 7K = 4 : 1 : 1). FABMS (M'^+1) : 373 o 

^H-NMR (CD3OD) 6ppii ; 0.8-0.9 (6H , • . CH(CH3)2) > 1.0-1.2 (4H . ■ , 
CH(CH3)2 + CO-CH-CH3) . 1.3-1.9 (6H , ■ , ^2-05(^3)2 + (CHgjg- CHg-NH) 
. 1.94 (3H, s . CH^OgH), 2.2-2.6 (2H , ■ , CH-CO x 2), 2.73 (3H, s , NH 
-CHg) , 3.6-3.8 Izb'. ■ , CHg-NH) , 4.26 (IH, ■ , NH2CH::C0) » 
[0 12 3] 
2 6] 

>f v:/^;i/-2-(RS)-(3- -70:— ;i/yn tr;i/) :^^^i/>T^ K • i i^t^^ 
2 6) 

a) [4-tert- ^ b S/-2(R)->r V ^^>n/-3(RS)-(3-'7 >^D tf >^)] H/N 

;i/-n- zfu tr;i/] T ^ K i^t^m 2 6 - a ) 

^H-NMR (CDCI3) 8pp« ; 0.87 (6H. ■ . CE(^^) . 1.2-1.9 (18H, ■ , CHg- 
CH(CH3)2 + CH2-CH2-NH + (CHgjg -CHg-Ph + 0(^3)3) . 2.1-2.8 (7H , d + ■ , 
J = 4.8 Hzr~NH-CH3 + CH-CO x 2 + CHg-Ph) , 3.6-3.8 (2H , ■ > CHg-NH) , 
4.45 (IH, ■ , + Ni^H-CO) , 5.0-5.3 (4H , ■ , O-CHg-Ph x2), 7,0 (IE , ■ 
, NH) . 7.2-7.5 (16H, ■ , ^#i^-H + NH), 8.4 and 8.6 (2H , ■ , NH x 2) 

8 8 ailE#¥ 10-3108124 



9-362364 



[0 12 4] 

(R)-- f y3^^;i/-2-(Rs)-(3- y^L—ji^zfuY^jv) 7.^i/yr^ K- 1 WWSl (ffc 
-^m^ 6) 

m.^> ; 143-149 TC. Rf -fit ; 0.38 (^^ n n:j^;i/A : ;l >^ -^V : B^^ = 5 : 2 
: 1), 0.62 (n-BuOH : AcOH : 7K = 4 : 1 : 1), FABMS (M"^+2) : 464 „ 

^e-NMR (CD30D)6ppm ; 0.87 (6H, ■ , ^(^3)2) , 1.1-1.9 (9H , « , CHg- 
CB(CH3)2 + CHg-CHg-NH + (CH2)2-CH2-Ph). 2.2-2.8 (7H , s + ■ , NH-CH3 +_C 
25:0 X 2 + CHg-Ph). 3.6-3.8 (2H , ■ , CH2-NH) . 4.25 (IH, ■ . + NH-CH-CO 
) , 7.1-7.3 (5H , ■ , ^#i^-H) , 
[0 12 5] 
2 7 ] 

}i^-[3-'^r=-i^ J -iis)-^^jvitj jiA^>f ;vzfu\^}v]-]i^- n Fn^^>-3(R), 
2m)-t^^i^-:f^/i:^^z/yrs, K • i mwt^ (it^mz 7) 

a) [4-tert- :/ h i/-2(R)->f V ^>n/-3(RS)- >(VZf^M =r 7% ^-N- [3- 

N^N^-i^/^^ i/5?7;i/3K— ;i/^T-e^v -i(s)-;ji ^;i/:ij>n/7^^^;i/:/D tr 

T$ K (ffc^^2 7- a) 
^b-^^felO^ j:tJ^>^b'&4fel7^MV^T$^3t#!I22-a, b i: |S^CO^f^S:fTV\e-feH«: 

^e-NMR (CDCI3) 6pp« ; 0.8-0.9 (12H. ■ , CH(CH3)2 x 2) . 1.1-1.3 (2H , 
■ , CH(CH3)2 X 2) , 1.4-1.9 (15H, s + ■ , CH2-CH(CH3)2 x 2 + CH2-CH2-NH 
+ C(CH3)3), 2.4-2.6 (2H , ■ . CH-CO x 2), 2.71 (3H, d , J = 4.8 H2, NH- 
CH3). 3.6-3.8 (2H , ■ , CHg-NH) . 4.40 (IH, ■ , NH-CH-CO) . 5.0-5.3 (4H 
TV, 0-CH2-Ph x2), 7.1 (IH . ■ , NH) , 7.2-7.5 (IIH, ■ , ^#]^-H + NH) 
, 8.4 and 8.6 (2H , ■ , NH x 2) o 
[0 12 6] 

■ " o ^(fpFactTrf 1 0 — 3108124 
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'ffc-^i&27-aS:MVNTSg3gM23-b, c hn^<om^-^^^^B^^^<Dm.mt^m 

gftj^. ; 165-167 X:, Rf M ; 0.27 {9 n D7^;i/A : >^ : at^= 
5 : 2 : 1), 0.66 (n-BuOH : AcOH : 7K = 4 : 1 : 1)> FABMS (M'*"+l) : 401 . 
^H-NMR (CD3OD) 6pp« ; 0.6-0.75 and 0.8-0.9 (13H . ■ , ^(^3)2 x 2 + 
CH(CH3)o). 1.06 (IH, ■ , CH(CH3)2) , 1.3-1.9 (6H , ■ , CH2-CH(CH3)2 x 
2 + CH2-CH2-NH), 1.95 (3H, s , CH3CO2H), 2.4-2.6 (2H . m , CH-CO x 2), 
2.73~(3H, s , NH-CH3) , 3.6-3.8 (2H , ■ , CH2-NH) , 4.25 (IH. ■ , 
NH-CH-CO) o 

[0 12 7] 
{Wkm2 8] 

n4_[3_^7- j;y-i(s)-^^;i/^;w^^>f;i/::/'Dfer;H-N^- \i Kn^S/-3(R)- 
-f v^^;i/-2(R or s)- ^^;i/>^iJre/>T5 K - 1 {it^^2. 8) 

a) [4-tert- ^h:^i/-2(R)-^ y:/^>n/-3(R or S)- llA^MN-[3- 

>n/] K 8- a) 

fb-^i©10J3J:t^^fc'^^18S:^VATig3tM22-a, b h ra«l®^f^$:ff V> fi^S^t 

^H-NMR (0x13) 6 PP« ; 0.7-1.0 (6H . ■ , ^(^3)2) . 1.0-1.2 (4H , m , 
CH(CH3)2 + CO-CH-CH3) . 1.3-2.1 (13H. s + ■ , CH2-CH(CH3)2 + CHg-CHg-NH 
+ C(CH3)3), 2.1-2^(5H , d + ■ , J = 4.8 Hz. CH-CO x 2 + NH-CH3) , 3.2 
and 3.6 (IH each, ■ , CHg-NH) , 4.45 (IH, ■ . NH-CH-CO) , 5.0-5.3 (4H , 
■ , O-CHg-Ph x2), 7.1 oF, ■ . NH) . 7.2-7.5 (IIH, ■ , ^#J^-H + NH), 
8.4 and 8.6 (2H . ■ . NH x 2) o 
[0 12 8] 

b) N^-[3- ^T-e;>'-i(s)-^^;i/:j!j;i//'?=E>f ;i/::^nt:;i/]-N^- fc:Fn^i/-3 
(R)-f y^^;i/-2(R or s)- ^^;i/>?.i^i/>r ^ F • 1 (.it^^2. 8) 
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16,^5 ; 135-139 TC, Rf fit ; 0.15 (^^ D n : ^ / : B^^=5 :2 
: 1), 0.49 (n-BuOH : AcOH : 7K = 4 : 1 : 1). FABMS (M'^+1) : 359 „ 

h-MR (CD30D)6ppm ; 0.8-0.9 (6H , C^m^) ^ 1-0-1.2 (4H . ■ , 
CH(CH3)2 + CO-CH-CH3) . 1.3-1.9 (4H , ■ , CH2-CH(CH3)2 + CHg-CH^-NH). 1. 
95 (3H, s , CHgCO^, 2.2-2.6 (2H , . , .CH^CO x 2) , 2.72 (3H, s , NH^ 
H3) , 3.6-3.8~(2H . m , CHg-NH) > 4.27 (IH, m , NH::CHiCO) , 
[0 12 9] 
m^m2 9] 

-[4-( 11 KD^e/T^ y)-2(R)- ^VZf^JV-Zi^S)- i^^f-J^/^ ^ 
L-yt)V-^y N- ^^;i/T^ F • 1 i^t^m2 9) 

3) -[4-tert- b ^>>-2(R)->f V :/5^;i/-3(RS)- t/-M- N** 

- /<>i;;v;r^e/?5j;V3i<n;i/-L- ;r;i/zi5^> N- :^^Jir^ K ab-^i^2 9-a 

) 

©^IB-fb-^ife (iR^72% ) S:#fco 

1h-NMR (CDCI3) 6pp« ; 0.8-1.0 (6H , ■ , CEi^R^) , 1.0-1.3 (4H , ■ , CH 
(CH3)2 + CO-CH-CH3) , 1.3-1.9 (15H, s + . . CH2-CH(CB3)2 + (CHg) g-C Hg-NH 
+ C(CH3)3) , 2^2.7 (2H , ■ , CH-CO x 2). 2.72 (3H. d , J = 4.8 Hz, NH 
-CH3r^2-3.4 (2H , - , CHg-NH) , 4.30 (IH, - . m^CS-CO) . 5.09 (2H, 
TTo-CHg-Ph) , 6.4-6.7 (IhT- . NH) . 7.0-7.2 (2H , ■ , NH x 2) , 7.2- 
7.5 (5H , ■ , ^^i^t-H) c 
[0 13 0] 

b) N* -[4-( t Kn^i/T^y)-2(R)- >f V:/^;i/-3(RS)- Z^:^}^ 

]-h-^/i=.^y N- 7i5^;i/T^ K • 1 mm& afc-^^2 9) 

Ifl-NMR (CD30D)6pp« ; 0.8-0.9 (6H , lU. Cli(^S^ . 1.0-1.2 (4H , ■ , 
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05(063)2 + OO-OH-CH3) , 1.3-1.7 (6H , 0H2-CH(CH3)2 + (OH2) 2-OH2-NH) 
, 1.88 (3H. s , CH3CO2H), 2.4-2.7 (5H , ■ , CH-00 x 2 + NH-OB3) . 2.85 ( 
2H, ■ , OHg-NH) .4.27 (IH, ■ . N H-OH- CO) o 
[0131] 
mmm3 0] 

-[4-( bn Ka^i/T^ /)-2(R)- -f v:/^;i/-3(RS)-(3--7i-;i/:/ntr;i/ 

) ^^v—M- - r-fe h>f ^ K>r ;i/-L- u n- ^^;i/t^ k • i Bf^ig 
ab^«fe3 0) 

a) -[4-tert- h ^S/-2(R)-^ V :/^;i/-3(RS)-(3-7 ai:^;i/-;^n tT;!/) 

^iy—M- -2- ^^nD^>i;^;v:^=^i/*;i/3K-;i/-L- n- ;t^;i/T^ 

K at^ifeS 0-a) 
^b-^i^l3J3J;mb-&^fel6$:mv^T^5t#!^22-a, b i: |^^®^f^$:^T^^Mfe^6^^ 

^e-NMR (OXyeppm ; 0.8-0.9 (6H . ■ > CH(0H3)2) > 1.08 (IH, ■ . CH(C 
H3)2) , 1.2-1.9 (21H, s + ■ , (CHg) 3-OH2-NH + (CH2)2-CH2-Ph + C(CH3)3 + 
CH20H(0H3)2). 2.4-2.6 (4B , m , CH-00 x 2 + CHg-Ph) , 2.77 (3H, ■ , NH^C 
H3) . 3.18 (2H, a , OHg-NH) , 4.32 (IH, m . + NH -OH- CO) , 4.91 (IH, m , 
NH) , 5.22 (2H, ■ , 0-CH2-0gH4) , 6.28 and 6.4 (2H, ■ , NH x 2) , 7.1-7. 

4 (9H , ■ , ^^rnm-n) o 

[0 13 2] • 

-(3-:7 3i-;i/>/'nfcr;i/) ^^iy>r^]^ Ufc'&ife3 0-b) 

-fb-^ifejl fei:ml:■^ig^l9$:M^^TSg3tM22-a^|^^(Dg|f^S:ffV^e^®fls®^ 

^H-NMR (0Xl3)6pp« ; 0.7-1.0 (6H , ■ . 0H(0H3)2) , 1.0-1.2 (IH , ■ , 
CH(0H3)2) , 1.2-1.9 (12H, ■ , 0H-(CH2)3 + (CH2)2-0H2-Ph + OH2CH (CH3) 2) . 
2.4-2.6 (3H . ■ , CH-00 + 0H2-Ph ), 2.73 (3H, d , J = 4.8 Hz, NH-OH3) , 
3.1-3.3 (2H , ■ , CH2-NH) , 3.90 (IH, ■ , CH-00), 4.08 (IH, ■ , NH-CH-00 
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) , 4.80 (2H, ■ . O-CHg-Ph) , 5.09 and 5.26 (4H , s x 2 , C(=0)0-CH2-Ph 
X 2 , 6.5 (IH , ■ , NH) , 7.0-7.2 (2H , ■ , NH x 2) , 7.0-7.4 (20H, ■ , 

[0133] 

c) -[4-( t Knr^rt/r^ >^)-2(R)- 'iVzf^JV-3{fLS)-i3--7:^-JV:fU\^ 
?V) iJ-^r -L- VVy N- ;*^;i/T^ K Ht^ms 0-c) 

^b-^ife^3o-aS:mv^TSgJgM23-b, c tmmcDmi^ iiS.Lmm7i<.mWiiJaizmeOE 

gft.^. ; 181-182 "C. Rf M ; 0.46 n n : ^ ^ : g^gft=5 :2 

: 1), 0.56 (n-BuOH : AcOH : :?K=4 : 1 : !)□ 

^H-NMR (DMSO-dg) 6 PPM ; 0.7-1.0 (7H , CH(CH3)2) , 1.1-1.7 (12H, ■ 
. CH2-CH(CH3)2 + (CH2)3-CH2-NH2 + (CH2)2-CH2-Ph), 2.3-2.7 NH-CHg +_C 
e^CO X 2 + CH2-Ph + CH2-NH2), 4.18 (IH, ■ . NH -CH- CO) , 7.1-7.3 (5H , ■ 

[0134] 

d) -[4-( fci Kn:^£^r^ >^)-2(R)- V':f^/i-3(RS)-i3-y 3L-;v:ru\^ 
jv) - - r-feh-r^ K-f ;i/-L- vpy n- :^^jvr^ F- 1 mm 
^ (it^ms 0) 

it^mo-c (3.78 g, 8.42 moI ) SrDMF (100 ■!) izmMLO VlZ^t^W^. 
TEA (2.41 ml , 17.3 moI ) fej; tJfa:^;i/T-fe h >f ^ 7^- h ife^ife (1.13 e 
. 8.84 Mol ) ^mMLO X:x-30^. mUX'l ^IS^^bfeo DMF Sr^BE^^L 
^e>tlfe^^^$:S!*9:i7^A^^n x^h^^A (^±2/U$/Tfb# Chro.atorex ODS 
-1020T ; 200 g , A%ti^^20% ^ ^ 7 / 0.1% mWtii^mm'Vmm) $:MV^T 
«Sg|g^-rsri:lc<fcy, fife@f*:®^fBfb^ife (2.50 g. 54X)S:^7t 

Sfij* ; 119-124 r;, Rf 0.29 (^nn7j>;i/A : : i^g^=5 :2 

: 1), 0.60 (n-BuOH: AcQH : *=4 : 1 : 1), FABMS (M'^+2) : 492 o 
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^H-NMR (CD30D)6pp« ; 0.8-0.9 (6H , ■ . CH(CH3)2) , 1.0-1.1 (IH , ■ . 
CH(CH3)2) , 1.2-1.9 (12H, h , (CHg) 3-CH2-NH + (CH2)2-CH2-Ph + CH2CH(CH3) 
2), 1.92 (Se, s , CH3CO2H), 2.19 (3H, s , C-CH3), 2.5-2.6 (4fl , ■ , CB-C 
0x2+ CHg-Ph ). 2.72 (3H, s , NH-CH3) ,3.20 (2H, ■ , CH2-NH) . 4.27 ( 
IH, ■ , NH-CH-CO) , 7.1-7.3 (5H . ■ , ^#i^-H) „ 
[0 13 5] 
[iSjgMS 1] 

-[4-( t Kn^i/T^ 7)-2(R)- -f V:/^;i/-3(R or S)- V— 

N-7t5^;i/r^ K 1) 

a) -[4-tert- har$/-2(R)— f V :/^;V-3(RS)- -4* - [ 

;i/r^ F 1 - a) 

ffc-^ifel2 (3.10 5.56 Miol ) $:MeOH (100 ml) tC?t«L/10% ^'yVtfh.m. 

m (50X m^. 3.1 g ) $:^in^, Ti^m^mLr^ij^^m^x^i.b f^mmi^<mw 
bfc. mm^m%m. mm^^mm^vr^. n^ntcm^mn^mF (6o m ) 

K:^«?L-15 "Cl^mW-f. it-k^lB (1.36 g, 5.56 wiol ) , HOBT (900 mg, 6. 
67 Baol ) , EDC (1.28 g, 6.67 raol ) ^J;tFTEA (775 /il , 5.58 mol ) 

^mizt^taLt^. -15 -cT-i mm. ^^izmux'i^mmmn^. mm^mmm^ 

bfeo AcOEt (200 Bl) ^M:^. mna:0^^7i^. l^m. lifDNaHCOgTK^?^. I&fti 

ik^Mmx'en^m m-f'D^mmwht:^^ mwim^mmeso^ xnm^. m 

«E$:Mffi@*L3^?gS:?!j^A^^DV hir^A( i/V:^^JV ; 130 g , i7UU:i^J^ 

©^lafb^i^ (1.49 g, 41%) ^ntzLo 

h-MR (CDCl3)6pp« ; 0.7-1.2 (9H , ■ , ^(^3)2 + CO-CH-CH3) , 1.3 (1 
B , ■ , CH(CH3)2) . 1.4-1.8 (IIH, ■ , Ce2-CH(CH3)2 + 0(^3)3) , 2.3-2.5 
(2H , ■ . CH-CO X 2), 2.72 (3H, ■ , NH-CH3), 2.95 (2H, ■ , CgH4-CH2) , 
3.80 (12B , ■ , O-CH3 X 4), 4.12 (IH, ■ . NH -CH-C O) , 4.58 (IH, ■ , P-CH 
-P) , 5.90, 6.17 and 6.36 (3H , ■ , NH x 3) , 6.61-7.07 (4H , ■ , 
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-H) „ 

[0 13 6] 

b) -[4-( t Kn^rt/r^ y)-2(R)- ^ V ::f^;i/-3(R or S)- ;i^;i/-9-^^' 

-;i/]-4'-[7^h^7«.^;i/ :fL^vy>( ^ J]-L-•7 3c—)vr^— 

y N-^^;i/T^ K at-^ms 1) 

(iiWjR^42X ) ^mr^o 

; 204-208 TC, Rf M ; 0.52 O U J^^n/ A : ^ ^ y : gfM = 5 :2 
: 1), 0.63 (n-BuOH : AcOH : 7K=4 : 1 : 1) , FABMS (M''"+2) : 610 „ 

-^B-NMR (CD30D)6pp« ; 0.6 (3H , d , J = 6.9 Hz, CO-CH-CH3), 0.72 and 0 
.79 (6H , d each, J = 6.6 and 6.3 Hz, CH(CH3)2) . 0.9 and 1.1-1.5 (3H , 
m , CH2-CH(CH3)2) , 1.98 and 2.38 (IH each, m , CH-CO x 2), 2.57 (3H, s 
, NH-CH3), 2.6-2.9 (2H , ■ , CgH^-CHg) . 3.67 (12H , ■ , O-CH3 x 4), 4. 
46 (2H, ■ , NH-CH-CO + P-CH-P), 6.6-7.0 (4H , ■ , ^^i^-H) » 
[0 13 7] 
mmmS 2] 

-[4-( t FD=3lri/T^ y )-2(R)- >( \^zf^JV-SOi or S)- :^^JV^^i/- 
^t-^mi-h (1.18 g, 1.94 wiol ) SrMeOH (15 -1 ) izmMhO X^iZ'^mVtc 

o 2N 7i(.miti- h V t7 M.yif.mm. (9.7 ■!) ^m-fhrnux^i^mmmnvfco mjs 
mwi^nmo x:iz^n^. 6n ^m-vpE^i izm^^mm^m^Ltco m^nr=. 

nWi^^miJ^^^^U'^h^'^/^ il^±iyV i^r^tm Chro«atorex CDS DM-1020 

T ;50g, 1-10% rieoETfammx-mm) s:fflv^T#s3b, m^^^mt ^ :iinz ^ *j 

B^mi^<Dmmit^ii^ (263 -g, 22X ) Sr^fco 

M;^, ; 235-240 r:, Rf M ; o.i4 (^ n nd^;i/A : :3l y : Bfg&=5 :2 
: 1), 0.46 (n-BuOH : AcOH : ;ic=4 : 1 : Do 

^H-NMR (CD30D)6ppB ; 0.71 (3H, d , J = 6.6 Hz, CO-CH-CH3), 0.81 and 0 
.88 (6H , d each, J = 6.6 and 6.3 Hz, CH(CH3)2) . 1.02 and 1.2-1.6 (3H, 
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-H) o 

[0 13 6] 

b) -[4-( H Kn^i/T^ >')-2(R)- ^^JZf^ny-Si^ or S)- j^^JV'^^t/ 

> N-^5^;i/T^ F ai:^4&3 1) 

; 204-208 r, Rf -lii ; 0.52 (^r nnii^A-^ : ^ ^ >^ : »SE=5 : 2 
: 1), 0.63 (n-BuOH : AcOH : ;j^=4 : 1 : 1) , FABMS (M'^+2) : 610 „ 

Ifl-NMR (CD3OD) 6 pp« ; 0.6 (3H , d W = 6.9 Hz, CO-CH-CH3). 0.72 and 0 
.79 (6H , d each, J = 6.6 and 6.3 Hz, CH(CH3)2) . 0.9 and 1.1-1.5 (3H , 
m , CH2-CH(CB3)2) . 1-98 and 2.38 (IH each, m , CH-CO x 2), 2.57 (3H, s 
, NH-CH3), 2.6-2.9 (2H , ■ , CgH^-CH^) , 3.67 (12H , ■ , O-CH3 x 4), 4. 
46 (2Hr~ii~, NH-CH-CO + P-CH-P). 6.6-7.0 (4H , ■ . ^#I^-H) o 
[0 13 7] 
mi^ms 2] 

-[4-( n Fn^$/r^ >^)-2(R)- ^y:^^;i/-3(R or s)- 

N-;?l5^;i/r^ F 1 ^hUC^A^ 2) 

'fl:^i^31-b (1.18 g, 1.94 Mol ) SrMeOH (15 ■! ) izmMhO t:iC?^£Pbfe 
e 2N TK^fb:^ h U ^7A7K^?K (9.7 ■!) SrIBT b^MT?15^IS^^ bfeo S/S? 
^IK^rlfSO r:iZ^m^^ 6N Jg«E-epH$:7 lC^^^^«C5:@*L/^o #e>tife 
a^^rj^ffi^Jj^-^^n-Th^^i^ im±-y'Jtyritm ChroMtorex ODS DM-1020 
T ;50g, l-105t Me0H7K?§?gT'^ffi) S:ffiV^T5^«SSb, ^^^^^T r IC J: 
a-feH^tO^IB'ft-^^ej (263 Bg, 22X ) Sr^feo 

ailj^, ; 235-240 TC, Rf M ; 0.14 (^ n n7^;Vi* : ^ i5f >^ : »fift=5 :2 

: 1), 0.46 (n-BuOH : AcOH : 7K=4 : 1 : 1). 

^H-NMR (CD30D)6pp« ; 0.71 (3H, d , J = 6.6 Hz, CO-CH-CH3), 0.81 and 0 
.88 (6H , d each, J = 6.6 and 6.3 Hz, CB(CH3)2) ^ 1-02 and 1.2-1.6 (3H, 
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■ , CH2-CH(CH3)2) , 2.08 and 2.48 (IH each, ■ , CH-CO x 2), 2.66 (3fl, s 
, NH-CH3), 2.7-3.0 (2H , m , CgH^-CHg) , 3.48 (3H, ■ . O-CH3 x 4), 3.70 

and 3T75~(6H , ■ , O-CH3 x 2), 4.07 (IH, ■ , NH-CH-CO) , 4.54 (IH, ■ , 
P-CH-P) . 6.6-7.1 (4H , m , ^#|^-H) „ 
[0 13 8] 

mmm 3 3 1 

-[4-( t Kn=^ri>T^ >^)-2(R)- >f V ^^;i/-3(RS)- ^ - 
^ j^^jvr^ K iit^ms 3) 

a) -[4-tert- >^ h :3|r$/-2(R)— f V ^^;i/-3(RS)- JV'^)- ^ t/-M-^' -[ 

)vr^ K (fb-a-ifes 3 -a) 

"fb-^ifenife i: Wt^^^lSSrm V^TSg5tM31-ai: |^^(Z)^#§:^f V^^fe?*^^©^ 

^H-NMR (CDCl3)6pp« ; 0.7-0.9 (6H , m , ^(^3)2) , 0.9-1.1 (4H , ■ , 
CH(CH3)2 + CO-CH-CH3) , 1.2-1.35 (12H , « . CH2-CH3 x 4), 1.43 (9H, s , 
0(^3)3), 1.6-1.9~(2H , « , CH2-CH(CH3)2) > 2.3-2.5 (2H , ■ . CH-CO x 2) 
,2.69 (3H, ■ , NH-CH3) , 2.95-3.1 (2H, ■ , CgH4-CH2) . 4.0-4.3 (9H , ■ 
^ , CH2-CH3 X 4 + NH^CO) , 4.55 (IH, m , P-CH-P) , 5.77, 6.19 and 6.41 
(IH each, ■ , NH x 3) , 6.6-7.1 (4H , n , ^§®|-H) o 
[0 13 9] 

b) N^-[4-( K^n^rS/T^ y)-2(R)- >r V y^;i/-3(RS)- ;t ^^/l/ifiJ' 

gftj* ; 185-189 t:, Rf -fit ; 0.68 D n : ;l 7 : B^SS = 5 :2 

: 1), 0.83 (n-BuOH : AcOH : 7K=4 : 1 : 1), FABMS (M"^+2) : 666 o 
^H-NMR (CD30D)6PP« ; 0.62 (3H, d , J = 6.9 Hz, CO-CH-CH3). 0.72 and 0 

9 6 mil4#¥ 10-3108124 
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.79 (6H , d each, J = 6.6 and 6.3 Hz, CH(CH3)2) > 0.9 (IH , ■ , CH(CH3)2 
) , 1.0-1.2 (12H, ■ , CHg-CHg X 4), 1.2-1.5 (2H , ■ , CHg-CH (CH3) > 2. 
0 (IH , ■ . CH-CO ) , 2.38 (IH, ■ , CH-CO), 2.59 (3H, ■ , NH-CH3) , 2.6- 
2.9 (2H , ■ , CgH^-CHg) , 3.9-4.1 (8H , ■ , CHg-CHg x 4), 4.45 (2H, ■ , 
NH-CH-CO + P-CH-P), 6.6-7.0 (4H , ■ , ^#i^-H) , 
[0 14 0] 
CSSitMS 4] 

N*-[4-( H KD^^t/r^ /)-2(R)- >f Vy^;i/-3(RS)- :^^J\y'^i7i/=.M- 

^ 4'-[hUx^;v tfx( ^^^^•^'^ >^]-L-:7ai:^;i/r^-i^ N-^ 

^;i/T^ K 1 U i^^AiS at-a-ifeS 4) 

it^ms-h (1.18 g, 1.94 m«ol ) S:ffiV^TigigM32i:^l«|(D^'f^S:fTV^ fife 

la;* ; 215-220 TC, Rf ffi ; 0.31 {i7 U U^JIJ^ : -iX J -JV : mWi=S :2 : 
1), 0.60 (n-BuOH : AcOH : 7K = 4 :1 : 1)„ 

^H-NMR (CD3OD) 6pp« ; 0.75 (3H, d , J = 6.6 Hz, CO-CH-CH3), 0.82 and 0 
.88 (6H , d X 2 , J = 6.6 and 6.3 Hz, CH(CH3)2) . 0.9-1.6 (12H, h , CHg- 
CH(CH3)2 + CH2-CH3 X 3) , 2.11 and 2.49 (IH , ■ , CH-CO x 2), 2.65 (3H, 
s , NH-CHg) , 2.7-3.0 (2H , ■ . CgH4-CH2) . 3.84 and 4.0-4.2 (6H, ■ , CH 
^ 71), 4.53 (2H, m , NH-CH-CO + P-CH-P), 6.6-7.1 (4H , ■ , ^#i^-H 

To 

[0141] 

m^ms 5] 

-[4-( fc: Kn=^S/T^ >)-2(R),3(RS)- i^>C V:f^J\/^^ iy=^M-^' - T 
^ J :^^uy-L- :7ai— ;i/r^— > N-(2- Kn^^>a:^;i/) r^K-1 BMk 
(i^t^ms 5) 

a) -[4-tert- •fh^ty-2m.^0iS)-P>(\^:/^JV'*)-^ty—M-h-i'- t^T 
jyjL—)^^^-:/ N-(2- K 5 -a) 

q n MifxJ)^3E 10-3108124 
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ilt,#, ; 64-67 1C, Rf H ; 0.38 n n 7^^/-^ : :5l ^ 7 -;i/=20 : 1) . 
^H-NMR (CDCl3)6pp« ; 0.7-0.9 (12H, ■ , ^(^3)3 x 2) , 0.9-1.1 (2H , 

■ , CH(CH3)2 X 2) , 1.2-1.6 (13H, ■ . 6(683)3 + efl2-6H(CH3)2 x 2) . 2.32 
and 2.48 (IH each, ■ , CH-eO x 2), 3.10 (2H, d , J = 7.2 Hz, CgH^-CHg) 

, 3.3-3.6 (4H , ■ , NH-CHg-CHg-O) , 4.45 (2H, s , O-CHg-Ph) . 4.66 (IH, 

■ , NH -CH- CO) , 6.12 and 6.33 (IH each, ■ , NH x 2) , 7.2-7.6 (9H , ■ , 

[0 14 2] 

b) -[4-( ti Kn^s/T^ /)-2(R)- >r y:/5^;i/-3(Rs)- ^o^zf^n^'^^-^iy 
-M-^'- r ^ J :^^i'y-L- 7x— ;i/r^— > n-(2-h 
K • 1 mm^ iit^ms 5) 

^i:■a•^©35-aS:MV^TSS^gM23-b, c i:|m^CDg|^S:fi^V%a^S®^®^ia<fc-^% 

; 196-198 TC, Rf M ; 0.45 n n3j>;i/A J : if^=5 : 2 

: 1), 0.49 (n-BuOfl : AcOH : 7K = 4 : 1 : 1), FABMS (M'^+1) : 465 o 

^H-NMR (CD30D)6PP» ; 0.6-0.8 (6H ,« , CH(CH3)2) . 0.8-0.9 (6H , ■ , 
CH(CH3)2) . 0.9-1.1 (2H , ■ , 65(^3)2 x 2) , 1.3-1.7 (4H , ■ , CHg-CHCC 
H3)2 X 2) ,1.93 (3H, s , CHgCOgH), 2.16 and 2.47 (Ifl each, ■ , CH-CO x 
2), 2.98 and 3.10 (IH each, a , CgH^-CHg) , 3.23 and 3.50 (■, NH-CHg-CHg 
-0) , 4.03 (2H, s , CH2-NH2)\ 4:67 (IH, ■ , NH-CH-CO) , 7.38 (4H, ■ , ^ 

#I^-H) . 

[0 14 3]- 
[S3^M3 6] 

-[4-( Kn=^i/r^ y )-2(R)- -f y:/^>n/-3(R or s)-(3-:7ai~;i/::^n 
tr;i/) -tf^s/-;!/]- - y^VA% K>f;i/-L- us;?>n-(2- h Kn:^rS/x^>n/ 

) K • 1 Bf^JS {.\^^mz 6) 
a) -[4-tert- h :^e/-2(R)->r v :/5^;i/-3(RS)-(3-7 ai-;i/:/n tf;!/) -9- 

f;V-M- -2- f7nu<yVJ\^iir^^^fi1\yi!^-y^-l'- Vi^y N-(2-/<>t^;i/ 

:t^i/x^>n/) F iit^ms 6 -a) 

9 8 mU^^ 10-310812 4 
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^H-NMR (CDCl3)6pp« ; 0.84 (6H, CH (013)2) , 1.2-1.9 (22H, ■ , (CHg 
)3-CH2-NH + (CH2)2-CH2-Ph + 0(^3)3 + CH2CH(CH3)2), 2.3-2.7 (4fl CH 
^0x2 + CH2-Ph) . 3.15 (2H, ■ , CHg-NH) , 3.4-3.6 (4H , ■ , NH-CHg-CHg 
-0) , 4.36 (IH, ■ , N H-CH- CO) , 4.51 (2H, ■ . 0-CH2-Ph) ,4.91 (IH, ■ . 
NH) ,5.21 (3B, s + ■ , -C(=0)0-CH2-CgH4) ,6.44 (IH, ■ , NH) , 7.0-7.5 

(14H, ■ , i^mm-E) o 

[0 14 4] 

b) N*-[4-( y<>i^U^tyr ^ J)-2m- >f V ^^;i/-3(RS)-(3-^3i:^;i/yD 

if)V) -^^iz—jv] - -2- ^un<yi?}\/y!r^^^i:j)\^i!^:^J\y-h- N-(2- 
KzyVM^iy:r.^>V) K iit^^^ 6-b) 

it-^m^-^O^it^^ (3.83 g. 4.92 Mol ) $:flg V^T$g^tM23-bi: I^^OSIf^ 

MM 158-165 t:, Rf M ; 0.67 i^UU:d^n^J^ : / -;i/=10 : 1), 
^H-NMR (CDCl3)6pp« ; 0.7-0.9 (6H , ■ , CH(CH3)2) , 1-09 (IH, ■ , CH(C 
H3)2) . 1.2-1.9 (12H, a , (CHg) g-CHg-NH + (PR^-CE^-Ph + CHgCH (CH3) 2) , 
2.22 (Ifl, ■ , CH-CO), 2.4-2.7 (3H > ■ , CT-CO + CH2-Ph) , 3.12 (2H, ■ , 
CH2-NH) , 3.2-3.6 (4H , ■ , NH-CH2-CH2-O) , 4.4-4.5 (3H , ■ , CH2-O-CH2- 
Ph + NH-CH-CO), 4.8-4.9 (2H , ■ , NH-0-CH2-Ph) , 5.1-5.2 (3H , ■ , NH + - 
C(=0)0-CH2-CgH4), 6.9-7.3 (22H, ■ . ^#i^-H + NH x 3). 
[0 14 5] 

c) N*-[4-( t Kn^S/T^ y )-2(R)- >f y:/^;i/-3(RS)-(3-7ac-;i/-:^ntr 
;i/) "if-^ ':^y n-2- ^yi^jv:t^i/:r.^n^r^ K- 1 W^m^ iit^ 

6 - c) 

it^me-h (2.60 g, 3.10 Moi ) ^mm (30 m ) iz^mv. 5% /^^p^ 
M.mm (50%Mi*^> 1.5 g) ^Wita^. 7Km?:^su&*^e.^{a-e2.5 ^iss5:b< 
mm^m%m. s^^s:^m©*b#e>tife?^2iEtcEt20 (50 >i ) s:in 
^mliivr^mm^mm.l.B^^^m(D^mit^^ (1.44 g, 86% ) s^fc. 

o n m^rnis. 1 n — ^, 1 o « i 2 4 
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^H-NMR (CDCI3 + CD3OD) 6pp» ; 0.8-1.0 (6fl , ■ . CE{^S^) , 1.0-1.2 (1 
H , . . CH(CH3)2) . 1.2-1.95 (12H , > . (^^-C^z'^^ ^ (CHg) g- CHg-Ph + 
CH2CH(CH3)2)> 1.98 (3H. s , CHgCOgH), 2.18 (IH, ■ . CH-CO), 2.57 (3H, ■ 
Tci-CO + CHg-Ph) , 2.90 (2Hrr, CHg-NH) . 3.2-3.4 and 3.63 (4H. ■ . NH 
-CH2-CH2-0rr4.32 (IH, ■ , NH-CH-CO) , 7.0-7.3 (5H . ■ , 5^#I^-H) „ 
[0 14 6] 

d) -[4-( t. Kn=^rt/r^ /)-2(R)- >r V ;i/-3 (R or S)-(3-:7 x-;by 

^ K • 1 ft^JS ab-^«fej3 6) 

ib-^i^36-c (1.31 s, 2.43 ■■ol ) $:DMF (50 nl ) lC|§«?bO 1CIC?^JP^, 
TEA (1.10 ■! . 7.86 nmo\ ) J: X^;i/r "fe ^f'- hiS^^ (360 -g, 

2.92 Mioi ) ^m^iM\.t^o s,jdi-mm.^o t:t'3o^^#^, mm^m^vt^^ zlco 

Rfit;m-^^^^^iJ^^^^^^^^^ (m±2/U$/r>fl:^ Chrcatorex 0DS-1 

oi2T;50g, 0.1 *^e>7%^^y-;v / 0.1% mmn^^mr* mm) ^m\<^xmm^ 
. wm^m^^:^i^i^^')^ &^m^(Dmmit^<^ (ssi -g, 63% ) ^m=.. 

; 118-121 t:, Rf m-. 0.22 {^UU:^;\/J^: J 'We^=5 :2 
: 1), 0.48 (n-BuOH : AcOH : 7K=4 : 1 : 1). FABMS (M'^+l) : 520 „ 
^H-NMR (CD3OD) 6pp» ; 0.8-0.9 (6H , ■ , CEi^E^) , 1-05 (IH, ■ , CH(C 
• H3)2) , 1.2-1.8 (12H, - , CH2-CH(CH3)2 ^ (CH2) 3- CH2-NH +_CH2-CH2-CH2-Ph) 
, 1.89 (3H. s , CH3CO2H), 2.23 (3H, s , C-CH3), 2.4-2.6 (4H , ■ , CHg-Ph 
+ CH-CO X 2) , 3^1^3.3 NH-CH2-CH2-OH + CHg-NH) , 3.58 (2H, ■ , CHg- 
OH) , 4.30 (IH, ■ , NH-CH-CO) , 7.1-7.3 (5H , ■ , ^#J^-H) » 
[0 14 7] 
mMmZ 7] 

-[4-( t Kn^i/r^ y)-2(R)- >f y:f^;i/-3(R or s)- 

a) -[4-tert- ^ h $/-2(R)-f V y^;i/-3(RS)- :^^n^-^^ i/^-M' N** 

) 

100 ajliEi^jf 1 O - 3 1 0 8 1 2 4 
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^H-NMR (00013)8 pp» ; 0.48 (2H, ■ . CHg of cyclopropyl) , 0.7-0.9 (8H 
. ■ , OHg of cyclopropyl + CRiCB^)2)^ 1.0-1.2 (4H . ■ . C&iCE^)2 + CO-OH 
-OH3) , 1.3-1.9 (15H, ■ , 0H2-0H(0H3)2 + (CHg) g-CHg-NH + C(CH3)3) , 2.4- 
2.7 (3fl , ■ , OH of cyclopropyl + CH-00 x 2), 3.2-3.4 (2H , ■ , OHg-NH) 
, 4.31 (IH, ■ , NH -CH- 00) , 5.07 (2H. s , O-OHg-Ph) , 6.4-6.7 (IH . ■ , 
NH) , 7.0-7.2 (2H , ■ . NH X 2) , 7.2-7.5 (5H , ■ , ^#i^-H) , 
[0 14 8] 

b) -[4-( t Kn^i/r^ /)-2(R)- >r V:/f^;i/-3(R or S)- 

<I:#%37-a$:«V^T$g^tM23-b, c |^^(Z)^'m$:ff V^ S^^lS^O^ia^t^^ 

MA ; 185-192 TC, Rf m ; 0.I6 n n3jN;i/A : J : f^g|=5 : 2 
: 1), 0.46 (n-BuOfl : AcOH : ;!K = 4 : 1 : 1). FABMS (M'''+l) : 357 „ 

^H-NMR (0D30D)6pp« ; 0.45 (2H, ■ , CHg of cyclopropyl) . 0.7-0.9 (8H 
, m , OHg of cyclopropyl + CH(0H3)2). 1.0-1.2 (4H , ■ , CH(CH3)2 + CO-CH 
-OH3) , 1.3-1.7 (6H . ■ , 0H2-OH(CH3)2 + (CHg) 2-CH2-NH) , 1.89 (3H, ■ , 
CH3CO2H). 2.4-2.7 (3H . ■ r~CH oif cyclopropyl + CH-00 x 2). 2.86 (2H. ■ 
, OH2-NH) ,4.26 (IH, ■ , NH-CH-00) „ 
[0149]' 
mmms 8] 

-[4-( H Kn^^r^T^ /)-2(R)- ^ V:f^;i/-3(RS)- :iL^A/'*)'i7t/—M- 
L-U t^y N- ^5^;i/T^ K • 1 W^mm. 8) 

ail,^. ; 173-177 TC, Rf m-, OAA i^UU-^JVJ^ : J -JV = 5 :2 : 

1), 0.42 (n-BuOH : AcOH : 7K = 4 : 1 : 1), FABMS (M'^+1) : 345 o 

^H-NMR (CD30D)6pp« ; 0.7-0.9 (6H , ■ ,„CH(CH3)2) , 1.02 (4H, ■ , CHCCHg 
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)2 + CO-CH-CH3) , 1.3-1.7 (8H . ■ . CH2-CH(CH3)2 + (CHg) g-CHg-NHg) , 1.87 
(3H, ■ . CHgCOgH), 2.21 and 2.54 (IH each, ■ , CH-CO x 2), 2.68 (3H, s 
, NH-CH3) , 2,85 (2H, ■ , CHg-NHg), 4.25 (IH, ■ , NH-CH-CO) , 
[0 15 0] 
[|g5tM3 9] 

-[4-( t: Kn^S/r^y)-2(R)- >f y^^;i/-3(RS)- :^^}V-9i7 iy=.M- 
- T-fe h>f ^ \^^JV-L- VPy N-[2-t: F n ^Jp 2/-1 (RS) - T 

5 K • 1 mm^ iit^ms q) 

a) -[4-tert- ^ h :^ri>-2(R)->r V ^5^;i/-3(RS)- :^^JU'\)-i7i/:^M- 
M K (fl:-a-ifej3 9-a) 

^^:■^i^6^J:Wl:^^^l8$:M^^TigatM22-a, b nmmcomi^^m^M^m^ 
(Dmmit^m mm7i% ) s:#fco 

^H-NMR (CDCl3)SppB ; 0.8-1.0 (6B , ■ , CH(CH3)2) . 1.0-1.2 (7H , ■ , 
CH(CH3)2 + CH-CH3 X 2), 1.3-2.0 (26H. s x 2 + ■ . C(CH3)3 x 2 + CH2-CH(C 
H3)2 + (CH2)3-CH2-NH) , 2.4-2.6 (2H , ■ , CH-CO x 2), 3.08 (2H, ■ , CH2- 
NH) , 3.4-3.6 (3H , ■ , NH-CHg-CHg-OH) , 4.04 (IH, ■ , NH-CH-CO) , 4.43 ( 
IH, ■ , OH) , 4.85 (IH, ■ , NH) > 6.8-7.1 (2H , ■ , NH x 2) » 
[0151] 

b) N** -[4-( t Fn:3lre/T$ y)-2(R)- >r V ;i/-3 (RS) - ^ 
]- - r-fe h-r^ K-Y;1/-L- VPy N-[2-t Fn:3f i/-l(RS)- 

T ^ F • 1 iit^i^ 3 9) 

it-^mo-^ (8.50 g, 16.0 mioDtC^^^bitSSX hVynumm (:4C5%'^:^. 
70 ■!) ^ta^> 5 X:X'30^. ^MT'l ^^m^bfco S,mm^^&^miy. Et 

afe@«t©:^7;i/3j<>^'fb-a-%(6.01 g , 79%)?:#feo 

ZLtl^MF (60 ml ) IZ^MLO t:iC?&^P^, TEA (6.90 ■! . 49.7 miol ) 

^.ttjtaif^/i/r-fe F>r F ^Wt& (2.18 g, 17.6 Moi ) ^Wiiai^MUv 

30^mWLt:L. r®iKf&StS:0 X:izn'i^m^. HOBT (2.38 g. 17.6 moI ) , 0- 

10 2 miE4t¥ 10-310812 4 
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KytyI\y\i\^U^i/J]/r^yM.Wt^ (5.38 g, 33.7 mol), EDC (4.61 g, 24.1 
■■ol ) fciU^TEA (4.70 ■! , 33.7 moI ) SrHMlC^^Jfl Lfeo ^^T'lS^IS^ 

mi^^m&m^vr=.o z<DRmm^<^^dt>(^^:i-y hp-2o i^m^t^-. 

500 10-100% / -)V7i(.mm-Vmm) J3J:U^^^Ai^nvh^^A it/V 
i3>fyb', 150 g , :irnod^;i/A : ^4?y-;i/:M = 5 :2 l ^j:t?^4(y- 
;i/:i^gE = l :1 ©ti-^^^-e^m) T'5|iigL^ai?g[%:^ffi^g*gLfeo =^e>4xfc 
JittSri^m (100 Ml) lC^«?b, 5X (50%^**:. 3.0 g)$:^iD 

(2.55 g, 32X ) S:#fc„ 
gftj^, ; 118-127 TC, Rf ffi ; 0.13 (^ □ n:^;i/A : ^ 7 : B^^ = 5 : 2 
: 1), 0.39 (n-BuOH : AcOH : ;ic = 4 : 1 : 1), FABMS (M"^+l) : 430 . 

^H-NMR (CD30D)6pp« ; 0.8-1.0 (6H , ■ , CH(CH3)2) , 1.0-1.2 (7H , ■ . 
CH(CH3)2 + CH-CHg x 2), 1.2-2.0 (IIH, s + ■ , CH2-CH(CH3)2 + (^2)3-^2- 
NH + CBgCOgH) , 2.20 (3H, s , C-CH3), 2.57 (2H, ■ , CH-CO x 2), 3.2-3.5 
(■, CHg-NHg + NH-CH2-Cfl2-0H), 3.91 (IH, ■ . NH-CH-CO) „ 
[0 15 2] 
[SgjtM4 0] 

^ -[4-( t Fn:3|rt/r^ y )-2(R)- >f v:f^;i/-3(RS)- 

- T-fe h-f ^ F^;i/-L- u vy N-df'^u vy-\- -f;i/) F • i B^^m 

('fb-^«fe4 0) 

a) -[4-tert- :/ h S/-2(R)->f V y^>n/-3(RS)- 
-tert-:f^;i/;i-dri/:i7;i/3i<— >n/-L- ^)Vy N-df'^ U ^ >-l- >f;i/) r^F (-ffc 
^^A. 0- a) 

'fl:-a•fe4^<J:Uf^b-a•^18$:ffiV^T^3t#iI22-a, b i: |f ^tD^f^^&ff VA^H-fe^fi 

VnMR (CDCl3)6pp» ; 0.8-1.0 (6H , ^(^3)3) . 1.0-1.2 (4H , ■ > 
CH(CH3)2 + CO-CH-CH3) , 1.3-1.9 (32H. s x 2 + ■ , C(CH3)3 x 2 + CH2-CH(C 
H3)2 + (CH2)3-CH2-NH + -(CH2)3- of pi peri dine), 2.4-2.6 (2H , ■ , CH-CO 



9 — 362364 



X 2), 2.6-3.1 (6H , ■ , CHg-N-CHg + CHg-Nflg). 4.28 (IH. ■ , NH::CH:K:0) , 
5.13 (IH, ■ , NH) , 6.41 and 6.57 (2H . ■ , NH x 2) „ 
[0 15 3] 

b) -[4-( t: KD:3ri/r^ y)-2(R)- >f V ;i/-3 (RS) - :^^JV'^^ 

iit^m4: 0) 

'fb-^^40-a(3.80 g , 6.85 mioI) Srffl VNT|S5tM39-bi: |^^(D^f^$:^?V>, Q 

gft,^, ; 155-162 X:. Rf -ffi ; 0.21 D n /J>;i/A : :f^^ J B^^ = 5 : 2 

: 1), 0.48 (n-BuOH : AcOH : 7K = 4 : 1 : 1), FABMS (M"*'+l) : 455 . 

^H-NMR (CD30D)6pp« ; 0.8-0.9 (6H , ■ . CH(CH3)2) > 1.0-1.1 (4H , ■ , 
CH(CH3)2 + CO-CH-CH3) , 1.3-2.0 (17H. s + ■ , CE^-CYliCE^) 2 ^J^Vr^V 
NH + -(CH2)3- of piperidine + CH3CO2H), 2.0-2.3 (5H , m , CH-CO x 2 + C- 
CH3), 2.3-2.7 (4H , ■ , CH2-N-CH2), 3.1-3.3 (2H . m , CHg-NH) , 4.21 (IH 
, ■ , NH -CH- CO) o 
[0 154] 

mmm4 i] 

-[4-( t: Fn=5rS/r^ >^)-2(R)- -f V :f ^ ;i/-3 (R or S)- 

K- iB^^^ 1) 

mtl&M23-i<Dit^m^m^^rm^M22-c^ d . e i:|^^©^'f^5:ffV^. fife® 

i^ommit^m (MSiR^lOX ) S:#feo 

jil,^. ; 144-151 1C, Rf ffl ; 0.15 n n3j>;i/A : ;l iJf / : »Sfe = 5 :2 
: 1), 0.46 (n-BuOH : AcOH: :?K = 4 : 1 : 1)> FABMS (M'^+1) : 434 o 

^H-NMR (CD3OD) 6pp« ; 0.6-0.9 (9H , m . €£(^3)2 + CO-CH-CH3) , 1.0-1. 
1 (IH , ■ , CH(CH3)2) , 1.3-1.6 (2H , ■ . CH2-CH(CH3)2) , 1-90 (3H, s , 
CH3CO2H), 2.09 (IH, ■ , CH-CO), 2.25 (3H, s , C-CH3), 2.47 (IH, ■ , CH-C 
0)72.70 (3H, ■ , NH-CH3) ,2.92 and 3.07 (2H , ■ , Cgfl^-CHg) > 4.41 (2H 
, s , CgH4-CH2-NH), ZeJ (IH, ■ , NH-CH-CO) , 7.2-7.4 (4H , ■ , ^#11^-H 

10 4 miE^^ 10-310 
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) o 

[0 15 5] 

-[4-( n Kn^i/r ^ y^)-2(R)- >r y:/5^;i/-3(R or s)- i^^f-j^/"^^ 
-4- >f K • ig^^JS ab-^^4 2) 

a) -[4-tert- >r^^t/-2(R)->f V^5^;i/-3(RS)- ^ ^ -4' - 

,^y^_L_ 7ai^;i/r^-;> N-(^;v:i^i; >-4- >r;i/) k (^b'^ife42-a) 

O^IHfl:'^^ (JR^64X ) Sr^fc. 

Ifl-NMR (CDClg) 6pp» ; 0.7-0.9 (6H , ■ . CH(Cfl3)2) , 0.9-1.2 (3H , ■ . 
CO-CH-CH3), 1.3-1.7 (12H, s + ■ , C(CH3)3 + CHg-CH (CH3) g) , 2.3-2.6 (26 
, ■ . C^CO X 2), 2.6-2.8 (4H , ■ , CHg-N-CHg), 2.9-3.3 (2H , ■ , CgH^^C 
Hg) , 3.77 (4H, ■ , CHg-O-CHg). 4.62 (IH, ■ , NH-CH-CO) , 6.47 (2H, ■ , 
ii X 2) , 7.3-7.6 (4H , ■ , 5?#i^-H) o 
[0 15 6] 

b) -[4-( t Fn^^/T^>^)-2(R)- >ry::^^;i/-3(R or S)- i^'f'Jl'^^V 

>-4- K- lif^iS 2) 

^b-^tl42-aS:MV>T|gjtM22-c, d , e il |^^®^f^$:ff afeM^?^*»5f5 

FABMS (M"^+l) : 505 

^H-NMR (CD3OD) 6pp« ; 0.7-0.9 (6H , ■ , CH(CH3)2) . 0.9-1.2 (4H , ■ > 
CH(CH3)2 + CO-CH-CH3) . 1.3-1.7 (2H , ■ , CH^-CH (CH3) , 1.90 (3H, s , 
CHgCOgH), 2.25 (ShTs , C-CH3). 2.5-2.8 (6H . ■ , CH-CO x 2 + CHg-N-CHg) 
~.Q-ZA (2H , ■ , CgH^-CH^, 3.75 (4H, > , CHg-Q-CHg). 4.02 (2H, m , 
NH-CHg) . 4.52 (IH, ■ , NH-CH-CO) , 7.1-7.3 (4H , ■ , ^#i^-H) , 
[0 15 7] 
[$g5t#!l4 3] 

- " I'-Q 5 mUn^ 10-31 
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\ 

-[4-( t Fn^t/T^ >^)-2(R)- >r y:/5^;i/-3(s)-t: Kn^2/-9-i'j/->n/ 
]-4'- r-fe i>>r ^ K-r;i/-r ^ y >i^i/'>-L- y zc—jvyy-y n-^^^h/t^k 
• immi^ a(:-^4^4 3) 

a) N* -[3(S)- t KO^S/-2(R)->r V3f5^>n/-4- ;A h^i^"*)- ^ i^-M-h-^' - 

^yy J -7 zs^-K^yy—y n- K ('fl:-a-^43-a) 

^_n- /\^-!?->J:»;||M^fc-rSZ:ilCJ:U, ei^Hi*i®^IB^l:'^^ (1.36 g, 50 
X) ^»fc, 

^H-NMR (CDCl3)6pp« ; 0.7-1,1 (6H , ■ , ^(^3)2) , 1.0-1.6 (3H . ■ , 
CHg-CH (003)2) ' 2.4-3.5 (6H . d + ■ , J = 4.8 Hz, NH-CH3 ^ CH-CO + CH2-C 
gH^), 3.80 (3H, s , OCH3) , 4.24 (IH, ■ , N H-CH- CO) , 4.4-4.7 (IH , ■ , 
H O-CH- CQ) , 6.35 (IH, m , NH) , 6.76 (IE. ■ , OH) , 7.4-7.6 (5H , ■ , ^ 
#05-H + NH)„ 

[0 15 8] 

b) N*-[4,3(s)- e^'n Fn^t/-2(R)— f y:/^;i/-9-^' t/~;i/]-L-4'- i/r J y 

'ft;-^i^43-a (1.95 g, 5.0 moI) ^^^J-JV (20 al ) IC^«?L OTD-^M^ 
bJa;*^e>. 2li7i<.mit-f- h V ^ J^7i(.mWL do ■! > 20a«ol) ^ia^t:io 2 ^ISM^ 

^^y-;i/S:^M*b6NJfe^S:Mv>TjRlS?«[S:pH2 lcMiSb;/^o ^^m^ 
AcOEt (10 ml X 2 ) "ettm bfi§^:&3fe7K"^Sfc?^^, ^«IM$:^:?KMgS04 
U^. ^^iES:MjEM*L#e>nife3^?g5:5?J^A^nx'h^^A( >>y:ij^;V;30 

g, ijrnn/^;i/A : >t^?7-;i/=5 :i *^e>2 :i (Dm^mmx-mm) xnmt 

^ZliltCj:*; efe@(t:©^IBffc^% (1.61 g, 86%) 
gllj*? ; 172-173 Rf M ; 0.52 (^ n n : ^ ^ : B^BI = 5 :2 

: 1). 

^H-NMR (CD30D)6pp» ; 0.79 (6H, ■ , ^(^3)2) , 1.0-1.3 (IH . ■ , CH(C 

H3)2) > 1.5-1.6 (2H , ■ , CH2-CH(CH3)2) , 2.6-2.8 (4H , s + ■ , NH -CH3 + 

CH-CO) , 3.01 and 3.33 (■, CgH^-CHg) , 4.14 (IE, d , NH-CH-CO) . 4.65 ( 
IH, ■ , J = 5.4 Hz, HO-CH-CO) , 7.4-7.6 (4H , ■ , ^#Se-E) . 

10 6 mU^^ 10-3108124 
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[0159] 

c) -[4,3(s)- Kn^>>-2(R)-^y:;^^>n/-!?-^s>->n/]-4'- r^J:^'f' 

'ffc-&ife43-b (500 Bg, 1.33mio1) SrDMF (10 ■! ) - (550 1 , 6.66 

Mol ) ic^«?b, 5% 7t^i;?'t7A^^ (50%M#:, 500 -g) 5:^*0^, tK^S: 

?jgb;a;A^e,^MT'i5^fS8JL<^^bfe. mm^mim. dmf sr^ms^bfco 

479 -g. 82X ) $r#fec 
0 (DgO) 6pp« ; 0.64 (6H, ■ , CH(CH3)2) > 0.9-1.4 (3H . ■ , CHg-CH 

(CH3)2) > 2.4-2.6 (4H , s + ■ , NH-CHg + CH-CO) , 2.89 and 3.05 (IH each 
, ■ , CgH^-CHg) , 4.01 (2H. s , CHg-NHg). 4.4-4.7 (2H , » , H0::CH2C0 + N 
H-ra-CO). 7.1-7.3 (4H , ^#I^-H) . 
[0 16 0] 

d) -[4-( t Fn^i/T^ y )-2(R)- >r V>^^>n/-3(S)-tl F^^S/•^^^Sy- 
F • imm^ (^b-^^4 3) 

ft-^4fej43-c (330 me, 0.79 moI ) SrDMF (10 ■! ) lC^«?bO 1CtC?&-ai^, 
TEA (342 ;i \ , 2.45 naol ) ^ ^Xfm^ /VT"^ h ^ ^"r- V^lSk^ (110 
^ 0.87 ««ol ) Sr^inUfc, 0 1CT'30^, ^UX'30^mWht^^> 0 TCT'HOBT (12 

0 -g, 0.87 mol ) , o-^yp}v\i \^u^iy}\/r^ym.m^ (260 -g. 1.66 mo 

1), EDC (230 -g, 1.19 Mol ) ;BJ:mEA (230 ytt 1 , 1.66 moI ) feJI^lC^ 

iuL^co 4 'CT'2 mm^^mm^h. mm^:^'^^^n'7h!f^^ ( 

^/U:^7>^>n/ ; 20 g, :5^nn3i>;i/i^ : ^ y : »^=80 : 10:5 tl^^bi-SlJ- 
)\^:mm=l : 1 ®M-&^««T'«im) T-i^^bfc^ #e>nfc3mSSife>$:»m (20 
■1 ) lc^«?L, 5% /'^^i^^J^^m (50%M^. 300 -g) tr^M^^ 2K^$:iiS 

^j^iitcAcoEt (20 ■! ) ^rAnx-^fmbfeH^tSra^-rszifcicj:*; 

^IB^-^i^ (250 -g, 64X ) tr^tco 

Rf|t;0.16 (^rnni^>n/i>> : ^ * :_»Si = 5 :2 : 1), 0.50 (n-BuOH : 

' > n yu^fmH ^ 0 — 3108124 
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AcOH : 7K = 4 : 1 : 1), FABMS (M'^+1) : 436 , 

^H-NMR (CD30D)6PP« ; 0.83 (6H, ■ , CH(CH3)2) . 1.1-1.6 (3H , ■ , CHg- 
CH(CH3)2) > 1.97 (3H, s . CH3CO2H), 2.25 (3H, s , C-CH3), 2.6-2.8 (4H , 
s + ■ , NH-CB3 + CH-CO) , 2.9-3.3 (2H , ■ , CgH^-CHg) , 4.03 (2H, s . CH 
o-NH) , 4.4-4.6 (2H , ■ . NH -CH-C O + HO-CH-CO), 7.28 (4H, ■ , ^#:^-H) 

Li 
o 

[0161] 
[SS3t#!l4 4] 

-[4-( n Fn^t/T ^ /)-2(R)- -r y:f5^;v-3(RS)-(3-7 3i-;i/:^nif>n/ 
) ^^v-M- - r-feh-r^ hM;i/-L- ut;> n-(2-n'n'- V:^=!-y^r%) 

a) N* -[4-tert- ^ h :^>>-2(R)-'f V:/^;i/-3(R or S)-(3-7 a:-;i/:/n tT/l/ 
) ^f7%/-M- -tert->rf^;i/;r^i/*;i/3K::i;i/-L- U N-(2-N'N'- 
^.A-T^/) X^A'T^K ('ft:'&<fej44-a) 

' feifeia fei:mb^^fel6S:Mv^Tig)tM31-ailH^®^f^S:^f v^efeH«t®^ 

U%^m (iR^69X ) 

iift#, ; 102-105 TC, Rf M ; 0.38 (i^ □ n3}>;i/A : iJ? ^ -;i/ = 10 : Do 
^H-NMR (CDCl3)8pp« ; 0.86 (6H, ■ , CH(CH3)2) > 1.2-1.9 (31H, ■ . (CHg 
)3-CH2-NH + (CH2)2-CH2-Ph + C(CH3)3 x 2 + CHgCHCCHg) > 2.22 (6H, s x 2 
rN-CH3 X 2), 2.3-2.7 (6H > . CH-CO x 2 + CHg-Ph + CHg-NCCHgjg) . 3.09 
(2Hrr, NH-CH2-CH2-N) , 3.32 (2H, ■ . 0C(=0) NH-CTg), 4.38 (IH, ■ , NH 
-CH-CO) . 4.65 (IH, ■ , NH) , 6.42 and 6.55 (IH each, ■ , NH x 2) , 7.1- 
7.3 (5H , ■ . ^#i^-H) . 
[0 16 2] 

b) -[4-( t Kn^i/T^ y)-2(R)- >fy^^;i/-3(R or S)-(3-7 x-;i/:/ 

nfcr>n/) -^-^ - r-fe h^f ^ F-f ^)Vy n-(2-n'n'- 

-ft^i^44-a (2.21 3.41 ■■ol ) S:M V^T5S5tM39-bi:|^^<7)^^^$:^f V> 

1_0 8 ffiliE#¥ 10-31 



9—362364 



; 95-IOIT:. Rf-fil ; 0.082 ( D n/J^;i/A . J : S^^=5 : 2 : 
1), 0.14 (n-BuOH : AcOH : ;?fc = 4 : 1 : 1). FABMS (M'^+2) : 548 „ 

^H-NMR (CD30D)6pp« ; 0.87 (BH, ■ , CH(CH3)2) . 1.2-1.9 (13H, ■ , (CHg 
)3-CH2-NH + (CH2)2-CH2-Ph + ^2^(^3)2), 1.95 (6H. s x 2 , CH3CO2H x 2) 
, 2.21 (3H, s , C-CH3), 2.4-2.7 (4H . ■ , CH-CO x 2 + CH2-Ph) . 2.92 and 
2.95 (6H , s each, N-CH3 x 2), 3.2-3.4 (4H , ■ , NH-CH2-CH2-N) , 3.5-3. 
7 (2H , ■ , NH-CH2) , 4.15 (IH, m , NH-CH-CO) , 7.1-7.3 (5H , ■ , "^^M 
-H) , 

[0 16 3] 
IWtmA. 5] 

N*-[4-( t Kn^i/r ^ y )-2(R)- -r y:/5^;v-3(RS)- $/-;l/]- 
N ^ - •:fu\^:iriy^ ^ K-^;i/-L- ^)l?y N- ^^;i/T5 K • iWfWl^ (fb-^^ 
4 5) 

gft,^, ; 113-119 1C, Rf-fit ; OA^i!; UUit^JlJx : 9 J - : WfWL = ^ :2 : 
1), 0.47 (n-BuOH : AcOH : * = 4 : 1 : 1), FABMS (N'^+1) : 400 „ 

^H-NMR (CD3OD) 6pp« ; 0.8-0.9 (6H , CH(CH3)2) > 1.0-1.1 (4H , ■ , 
CO-CH-CH3 + CH(CH3)2) , 1.27 (3H, ■ , CH2-CH3), 1.3-1,9 (8H , ■ , CHg-CH 
(CH3)2 + (Cfl2)3-CH2-NH) , 1.94 (3H. s , CH3CO2H), 2.2-2.6 (4H , ■ , CHg- 
CH3 + CH-CO X 2), 2.70 (3H, ■ , NH-CH3) \ 3.21 (2H, ■ , CHg-NH) , 4.30 ( 
IH, ■ , NH-CH-CO) o 
[0 16 4] 
6] 

N*-[4-( iiKD#i/T^>^)-2(R)- >f y:f5^;i/-3(RS)-[3-(4'-^^r-t;y :7 

-^ife4 6) 

a) N*-(4-tert- ^ h :3|r i/-2(R)— T V >^^>n/-3(RS)- [3- [4* -(N^N^- V^yV 
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^H-NMR (CXl3)8pp« ; 0.86 (6H. ■ . ^(^3)2) , 1.0-1.9 (20H. s + ■ , 
(CH2)2-CH2-NH + (CH2)2-CH2-CgH4 + C(CH3)3 + CH2CH(CH3)2). 2.2-2.8 (7H , 
■ , CH2-CgH4 + CH- CO x 2 + NH-CH3), 2.9-3.5 (2H , ■ , CHg-NH) . 4.47 (IH 
, M , NH -CH- CO) . 5.0-5.3 (6H , ■ , CH2-Ph x 3) , 6.4-6.7 (2H . m , NH x 
2) , 7.0-7.2 (2H . m , NH X 2) . 7.2-7.5 (16H, ■ , ^Si^-H + Nfl). 
[0 16 5] 

b) N^-[4-( tl Kn^^/r^ >^)-2(R)- ■^\fZf^A/-3m)-[3-iA'-irr-i^J 

-PoL—ji) yntf;i/] -9-^^>^;i/]-L-:r;i/-^>-N- ;i^;i/T^ K- zmm^ ( 

it'^m4. 6) 

ffc^^46-a<z)^^:-^^fe$:Mv^T^^tM23-b, c tmmomi^^^y^B^M^mm 

Rf m; O.OAi ^UU:^;V A : J -Jl :mWt = 5 :2 : 1), 0.34 (n-BuOH 
: AcOH : 7K=4 : 1 : 1), FABMS (M'^+l) : 492 , 

^H-NMR (CD30D)6ppm ; 0.86 (6H, ^(^3)3) , 1.0-1.8 (IIH, (CH2 
)2-CH2-NH2 + (CB2)2-CH2-CgH4 + CH2CH(CH3)2) . 1.89 (6H, s x 2 , CH3CO2H) 
, 2.17 (IH. ■ , CH-CO), 2.5-2.9 (8H . s + ■ , CHg-CgH^ + CHg-NH + CH-CO 
+ NH-CH3) , 4.28 (IH, ■ , NH-CH-CO) , 7.1-7.3 (4H , ■ , ^#|^-H) , 
[0 16 6] 

ia^?SSS:Y. Murawaki e> (JO [Journal of Hepatology, 18, p. 328-334 (199 
3)] lC<fcy{RI^bfeo •^U:n^^-f—if^Z5'X:X' 2 mH J y3L=.}UWFm7!^m 

110 miiE^t^ 10-3108124 
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±hV ^h.. 10 aM m\:.ij)\^i/^h.-^^ti^Q -M h ^Jy^iSLmmmWL PH 7.5 tfJCD 
^® (0.5 .g / m\)<Dmmz. ?SS^l:Lfc=i^y-^--^S:^}&DLfeo #e>4xfe«l 
»^$:35t:^Cfev^T2 ^IS-f >^ci/<-t/3>Lfc„ ^M^^^m-fb^rso -M o-y 

© h u 7.i§LmmmwL\zmmi.f:L%(D^iMX. 37tJ^csv^Tl04)'fs>^ ^^^'^-t/ 

3>Lfeo #e>tife^?lKlC70%n:^y^-;K 0.67 M i^^fb:?- h U 'i? A S:-^tJl70 
■M h y >5.i^mig«ISipH 9.5$:Sn;l, TlcMffc^^^SrSOOO gT'20:9-(S3g/i>-t-5 r 

So M^ii^l^tt^l ICa^bT^c MMit^^Ht. N-[4-(N-t: Kn^S/T^y 
)-2(R)-n- :/n tr;i/:r=¥t^^-?^^>-3(s)— f vyntf;i/^;^;i^u>-9-^^:^;i/ 

]-0-;*5^;i/-L- 5^n>>>-N- ^^;i/T^ KT-fey, ^H#flF||5442110 -^^^fflU 
[0 16 7] 



1 



fH,€7Cfir:jre - 0 — 3108124 




9—362364 



MMP-1 |C**r«ia»^tt (ICsofi. nM) 



• 









3 


flu A rtfa^r 


1 f\ 
lU 


It o WZ7 . 


/ 


fi A iHiiin 


1 n 




10 




12 




13 




14 




15 




11 



[0 16 8] 

i/ymWm^^ 4 -> ^<D:^m[ r-^V7^^it3JVA^^^^:^h U-(Anal. 
Bioche..) 143, p30 (1984)] U?RI^ Life o :/n 7. h □ ^ ^>f ^rSTTCT? 2 
0 fig/mi 11 h::/^x^>i:2 ^ISW s 2.8 -g/*! V^iVzf 

•i^ASr-g-tf 50aM hU pHT.Stfi^S® (1 "g/"!) tSft-fb 

11 2 ma4f^ 10-310812 4 
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MMP-3 f=.«-r«M^tt (ICso^. nM) 





rtip-3 




16 




18 




40 




60 




12 




11 




12 




12 


/K-^^34 


11 




19 




9 




50 




18 




24 


<bl&'»44 


17 




42 




100 



[0 17 0] 
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h®=&^/3i;i/lClxlO^ M / 1 ■! Phorbol 12-«yristate 13-ac 

etate ( m^Um) lO"*^ M #«ETT'- ^^^b, O "7 T - i^'^IMflSiC^ft: 
^•&t=.] iZi^BM 0127: B8 **a5fc®Lipopolysaccar ide (Sig«a) 0.1 fis/ml^ 

IS^flb^o ^§l^7=g&. 3000 rpm , 10 ^ISM^D^tS^SIbT^m 

S:i|tSS>!K"^#39?l^TNF-aS!l^^=^^y b (Genzy»e) ^M^^XM^V^ 3) „ 

Mmit^m2itVi^-[3S- liKn=^2/-4-(N-HKD^i/T$>^)-2R- -TV^^^^ 
;i/-9-^^ix-;H-L-tert- n>r S:/>-N^-^^;^T^ K-efe»;, GB 2268934A 

[0171] 

TNF'alE«lS^l^rc*tt-SfflS7S1t (ICsoli. nM) 









2080 




1193 




480 




1040 




1012 


<b'&<lft44 


129 




460 




3300 



[0 17 2] 
[^§^M4] 
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ij£^65ic$jJ5lb:fe:ifii?K$:M>i>^S (SOOOrp. , lOj^, 4 TC) b, jfe^-t?" 1 
Lfe. llil^1^>y;i/200 Ml h (iz > h U "7 U -MPS-3, if^ 

:^^fi30000 : A«icon Corp. .Beverly, MA ) ICiiUlSOOG , 3 ^MSRB^lSiSbfc 
o ZKDS^KIOaI 1.5-M APMAIC J: U fSffifl: 20/* 1 . 

■ofiKSISS^M (MocAc-Arg-Pro-Lys-Pro-Val-GU-Nva-Trp-Arg-Lys(Dnp)-NH 2. 

5n« , iH!l^ig;g393n« ) :^^m(Dit^ilS!KDmm^^it^-^Xf^^htz. 

'fi:'^4&<z)3o^*^e>4 ^m^x*<D!km^m^Wimr'mm (aucq 5.4) sr^ffiu^ ( 
^4 ) „ 

[0 17 3] 





AUCo.5-4 (ng-h/Bl) 




9128 




4757 




14996 


<k-&«541 


3131 




6255 




3289 




1929 




7067 




3379 




1574 



mU^^ 10-3108124 



fj^i^ 9-362364 



[0 17 4] 

^yi.mBBi)''^ 10 / kg 'V^Al^'^'^ BfSIS^bfeo 

J: t;^|:M^^J'" e) ti *^ o o 
[0 17 5] 

mmm 1 1 



a; ai- 

^* 100 g 

B; M*. 

afet7-feU> 93 g 

^iSg^ J ^yy 5 g 
-ffi^(i) 2_g 

100 g 

c; M* 

-ffi^(i) -fb-^^ 2_g 

^* 100 g 
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A; MM 

-m^ii) it^m 2 g 

ig-fb-^hU^A 0.33 g 

^* 100 ml 



b; mm. 

-jK^(i) it^m 2 g 

mt-i- h U "i^A 0.26 g 

U :?Ki^"t- h y 'i; A 0.56 g 
J^tKU 7K^:^h U 0.28 g 

0.002%j^fl:^>if;v3-i:;A?g[ j5iS 

100 ■! 



c; ma 





2 g 






0.33 


g 




0.10 


g 








±-& 


100 ■! 






MS 




-jK^(i) it^m 


2 g 






0.33 

Mm 


g 




100 ■! 





1_1 8 
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a; MM 

-jK^(l) it^m 2 g 

100 ■! 

b; mm 

-jK^(I) ft-^^ 2 g 

igft::^hU'?A 0.9 g 

±a 100 ml 

C; MM. 

-jK^(l) ^k^^ 2 g 

myi^ U >^zi7K^-^ h y "^7 A 28 Bg 
myS<^ V ym7!(^mr--f- hV^2^ le? -g 

^it-f-hV^J^ 0.9 g 

±M 100 ■! 
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A; 1 ^(D-^mSi 

-m^ii) 100 ms 

a«8 98 Mg 

46 Bg 

^4 250 Bg 



B; 1 ^(DiSMM. 

-m^ii) it^fi^ 100 Bg 

%m 120 mg 

3 — — 5^ 15 Bg 

n Kn:^ t/^n tr;i/i2;i/n-:^ 4 mg 

;!j;i//}f^$/:!i^;i/-fe;i/n-:^5!7;i/5/'J^A lo mg 

^* 250 mg 

MM 

-m^ii) it^m 2 g 

a«i 1.85 g 

n-yTs^-^ 1.1 g 

Ka=^S/yatf;v-fe;vp-j^ so mg 

^* 5 g 

1^2 0 ffiH^^ 10-310812 4 



#5)2 9 — 362364 



mmm e ] 

MM 

-fia^(i) it^m 100 mg 

%m 35 mg 

n — 1/7.9— "f- 60 mg 
T.'rr^) yWr^^'^y-Q 5_mg 



200 mg 



[^fc 3 5 ] 
N® = 



[0 17 6] 

- n - fu^ftftsU i_0 — ^ 1_0 8 1 .2 4 




4#5p 9-362364 



mm} 

m^^m Tia-jK^ ( i ) : 




m^^L. ¥l±-A-B^*fcl±B (ZirTA liCC^-Cg) T>n/=^U>S, -i 

^Vt^ym^m-r^ T'^^ns-fk^igj, *3ttt^©i&tt. Em25:trf/Xtt9J^M 

mzit-Thv y 7.:^^uzfu7^^-r-iim^m»myem^- a (tnf 



miE^^ 10-3108124 




9-362364 



390010205 
100097582 

*^I|J?S#E?^# 1 T B 1 0 # 
3Jt« III 305 



9-362364 



ffi ® A ® M 



iaSU#-^ C390010205] 
1 . m.M^M 0 1990^10^298 

ft m ^ajJ^l©|S9lt:BSS#5 3 o#^ 



ffi|E4f ¥ 10-3108124 



